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The purpose of this report is to summarize a two- 
vear clinical experience with the respiratory problems 
of 60 miners presenting roentgenographic evidence of 
coal workers’ pneumoconiosis. The major concern was 
not with breathlessness alone. Rather, the total pattern 
of respiratory illness was studied. The total medical 
care of these miners was provided by a private group- 
practice unit located in the center of a large coal- 
mining area. The subjects of this study have worked 
in either drift or shaft mines that have been highly 
mechanized for 25 years. The seam of coal mined is 
approximately 52 in. in height (Pittsburgh no. 8). 


Materials and Methods 


During the study period, 153 miners were found to 
have roentgenographic evidence of coal workers’ pneu- 
moconiosis. Of this total, 93 were eliminated either 
because of cardiac disease other than cor pulmonale 
or because of failure to return with sufficient frequency 
for adequate follow-up study. Thirty-two of the re- 
maining 60 patients who form the basis of this report 
presented themselves with chief complaints referable 
to the chest. The remaining 28 presented a variety of 
complaints referable to other systems. Their ages 
ranged from 45 to 81 years, with an average of 63. 
The average time they had spent working underground 
was 38 years. Only 8 of the 60 continue to work in 
the mines. A second group of 74 miners, matched for 
age, but without roentgenographic evidence of coal 
workers’ pneumoconiosis, was also chosen for study. 
Of these, 23 entered with chief complaints referable 
to the chest. Their ages ranged from 45 to 76 years, 
with an average of 62.5. The average time they had 
spent working underground was 35 years. Of these 74, 
22 continue to work in the mines. 

Posteroanterior and lateral chest roentgenograms 
were exposed and developed in accordance with the 
techniques recommended by the British Medical Re- 
search Council.’ The films were initially interpreted 
by the clinic radiologist (Dr. R. P. Meader) and by us 


* Roentgenographic evidence of pneumoconiosis 
was found in 153 coal miners. Sixty of these were 
free from signs of cardiac disease other than cor 
pulmonale and returned for study often enough to 
permit satisfactory foliow-up study. Complaints were 
referable to the chest in 32 cases; in the remaining 
28 they chiefly involved other systems. The 60 with 
pneumoconiosis were compared with a reference 
group of 74 miners matched as to age but free from 
roentgenographic signs of pneumoconiosis. The latter 
group ranged in age from 45 to 76 years, and the 
average time they had worked underground was 35 
years. Physical and roentgenographic examinations 
were supplemented by laboratory tests. The men who 
remained free of roentgenographic abnormality 
showed a lower incidence of lower respiratory infec- 
tion, emphysema, and dyspnea than did those with 
the roentgenographic lesions. 


in accordance with the standards established by the 
British Pneumoconiosis Research Unit.* An additional 
interpretation was made by Dr. John Gilson, director 
of the British Pneumoconiosis Research Unit, or by 
Dr. lan McCallum, Nuffield Department of Industrial 
Health, University of Durham, England, during visits 
to the area. In each instance the films were compared 
with a set of standard roentgenograms obtained from 
the British Medical Research Council and were graded 
simple pneumoconiosis 1, 2, and 3 and complicated 
pneumoconiosis (progressive massive fibrosis ). We did 
not attempt to subdivide the categories. 

Further studies on each of these patients included 
taking of a complete history, physical examination, 
chest fluoroscopy, electrocardiography, making of a 
complete hemogram, and urinalysis. Sputums were 
cultured between and during respiratory infections. 
Films of the paranasal sinuses were obtained when 
indicated. All patients with complicated pneumoconio- 
sis were tuberculin tested in the usual fashion with 
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purified protein derivative. Both groups of miners were 
also continuously evaluated from the standpoints of 
frequency of lower respiratory infection, cough, wheez- 
ing, dyspnea, and cyanosis. Their cardiac status was 
evaluated on each visit. Each patient in both groups 
was seen at least monthly. 

For the purpose of this study the diagnosis of em- 
physema required all of the following roentgenograph- 
ic criteria *: (1) distinct increase in radiolucency, (2) 
widened interspaces, (3) increased posteroanterior 
diameter of the chest, and (4) flattening of the leaves 
of the diaphragm. In addition, the diagnosis of em- 
physema required definite fluoroscopic evidence of 
marked limitation of motion of the leaves of the dia- 
phragm on deep inspiration. 

Dyspnea was evaluated according to the five stand- 
ard questions employed by the British Pneumoconiosis 
Research Unit.* Only clinical grades 4 and 5 of breath- 
lessness were recorded as dyspnea on the basis of 
repeated affirmative answers to the following ques- 
tions: grade 4—Is the patient unable to walk more 
than about 100 yd. on a level without a rest? grade 5— 
Is the patient breathless on talking or undressing or 
unable to leave his house because of breathlessness? 
Patients were recorded as having acute bronchitis only 
when purulent sputum, cough, rales, fever, leakocyto- 
sis, and elevated sedimentation rate were present. 

Respiratory Conditions in Patients With and Without 
Pneumoconiosis 
Pneumoconiosis 

Pneumo- Pneumo- — 


coniosis, coniosis, Cate- Cate- Cate- Compli- 


Condition gory gory. gory cated 


1 2 3 
(74)* (60) (17) (22) (13) (8) 
Emphysema .......... 15 st) 13 1G 11 


Cor pulmonale ....... a 20 3 ae 5 4 
* Figures in parentheses indicate total number of persons in each group. 


Minimum criteria for the diagnosis of cor pulmonale 
were right ventricular strain pattern on clectrocardiog- 
raphy and a palpable liver. Sinusitis was recorded as 
present only when stereoroentgenography confirmed 
the clinical impression. 

Results 

Roentgenographic Observations.—Of the 60 patients 
studied, 52 were classified as having simple pneu- 
moconiosis (see table), as indicated by variation in 
extent and size of micronodulation as well as obscur- 
ing of bronchovascular shadows. Eight patients were 
classified as having complicated pneumoconiosis. 
Complicated pneumoconiosis is diagnosed roentgeno- 
graphically by the presence of confluent shadows, 
usually in the upper posterior lung fields, superim- 
posed upon micronodulation. 

Respiratory Aspects.—The majority of the study 
group were breathless either at rest or on mild exer- 
tion, as determined by answers to the questions 
described. Sixty-one per cent of the entire group had 
dyspnea (see table). The incidence of cough and 
emphysema in the study group was extremely high. 
Eighty per cent of the miners were emphysematous 
and 74% had chronic cough. Forty-five per cent of 
those without pneumoconiosis were emphysematous, 
and 34% had chronic cough. Cor pulmonale was ob- 
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served in 20% of the patients with pneumoconiosis. 
Four of the eight patients with complicated pneu- 
moconiosis had cor pulmonale. 

In the course of following up the 60 patients with 
coal workers’ pneumoconiosis over a two-year period, 
it became evident that they were more susceptible 
to lower respiratory infection than was the group 
without pneumoconiosis. The average number of 
episodes of acute bronchitis or bronchopneumonia 
per patient per two years was 2.3 for category 1, 2.7 
for category 2, 4.3 for category 3, and 2.9 in patients 
with complicated pneumoconiosis. This is compared 
to an incidence of 0.9 among the 74 miners without 
pneumoconiosis. Sputums cultured routinely revealed 
bronchial flora largely consisting of hemolytic Micro- 
coccus (Staphylococcus) pyogenes var. aureus, pneu- 
mococcus, diphtheroids, alpha-hemolytic Streptococ- 
cus, and occasional Hemophilus influenzae organisms. 
During the episodes of acute bronchitis, Hemophilus 
influenzae grew out more frequently. Of the 60 patients 
with pneumoconiosis, 27% had sinusitis at least once 
during the period of observation. Sixteen per cent 
of the miners without pneumoconiosis experienced one 
or more episodes of sinusitis. The incidence of sinusi- 
tis was approximately equal among persons with all 
categories of pneumoconiosis. 


Treatment 


In treatment we have employed bronchodilators in 
the form of aminophylline suppositories, twice daily, 
plus a tablet containing aminophylline, ephedrine, and 
phenobarbital, three times daily. All our patients have 
been given saturated solution of potassium iodide, 10 
drops three times daily, with specific instructions to 
force fluids (two glasses of warm water after each dose 
of iodide plus six glasses of liquids during the day). 
We have used the appropriate antibiotics in the treat- 
ment of acute bronchitis after disk-sensitivity testing. 
Patients with far-advanced emphysema have been in- 
structed in breathing exercises with and without the 
aid of abdominal binders. Patients with cor pulmonale 
have been treated similarly, as well as with digitalis, 
salt restriction, diuretics, and phlebotomy as indicated. 

Therapy as outlined above usually results in symp- 
tomatic relief. Generally the cough becomes more 
productive. In many cases, extraordinary amounts of 
thick gray sputum are produced, with subsequent 
lessening of wheezing and dyspnea. 


Comment 


Coal workers’ pneumoconiosis has yet to be widely 
accepted as a distinct roentgenographic entity in the 
United States, despite the precise correlations drawn 
by Gough” between the pathology of the lesion and 
its roentgenographic appearance. It may be antici- 
pated that widespread utilization of the roentgeno- 
graphic techniques that reveal the lesion of coal 
workers’ pneumoconiosis will result in its more general 
detection. One is impressed by the difference between 
films taken in routine fashion and those taken by the 
standard high-contrast technique. 

In 60 patients we have observed roentgenographic 
lesions identical with those that the British feel are 
due to the inhalation of coal dust. Whether the lungs 
of our patients with micronodulation contain only 
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coal macules or are also the site of extensive fibrosis 
cannot be proved without autopsy material. It must 
be pointed out that a significant segment of the 
American mining population has been exposed to free 
silica dust. This exposure results from the use of 
sand for traction on haulageways and in drilling the 
roof for roof-bolting. Sand is not used for traction in 
British mines, nor is roof-bolting used. 

The British hypothesis is that complicated pneumo- 
coniosis represents the result of superimposition of 
tuberculosis upon simple pneumoconiosis.” Whether 
complicated pneumoconiosis as seen in the United 
States represents a tuberculous or a silicotic complica- 
tion of simple pneumoconiosis we cannot yet deter- 
mine. One of our patients with complicated pneumo- 
coniosis is tuberculin negative. 

Our data indicate that miners in the older age 
group with evidence of pneumoconiosis have a high 
incidence of emphysema and breathlessness. Martin’ 
reported on 100 cases of pneumoconiosis in coal work- 
ers of comparable age from a West Virginia coal 
field. Sixty-three per cent of his patients were found 
to have moderate to far-advanced disability, as 
measured by maximum breathing capacity. Sixty-one 
per cent of our patients were judged to have dyspnea. 
Comparison by category is interesting. Sixty-two per 
cent of Martin’s patients with category 2 disease, 60% 
of those with category 3 disease, and 75% of those 
with complicated pneumoconiosis were either mod- 
erately or severely disabled. Fifty-six per cent of our 
patients with category 1 and 2 disease, 70% of those 
with category 3 disease, and 75% of those with com- 
plicated pneumoconiosis were found to have dyspnea 
on the basis of the criteria heretofore stated. 

In this study the extent of the roentgenographic 
lesion and that of over-all disability do not necessarily 
coincide, as has been pointed out by many observers 
in the field.“ In a survey of men in four collieries in 
Durham, England, McCallum” found that, even after 
the men had spent 30 years at the coal face, roentgeno- 
grams in more than a third were normal. Why a 
substantial proportion of men in these pits remain 
practically free of roentgenographic abnormality is a 
question that the British workers are still unable to 
answer.” 

We have presented evidence that miners with coal 
workers’ pneumoconiosis suffer repeated episodes of 
acute bronchitis. This adds considerably to their dis- 
ability and often necessitates hospitalization. The 
miners without pneumoconiosis did not suffer an 
extraordinary incidence of these respiratory illnesses. 
Whether repeated lower respiratory infection plays a 
role in the pathogenesis of the lesion in simple pneu- 
moconiosis or is a result of the lesion is interesting to 
consider. 

Heppleston '’ states that the fundamental lesion of 
coal workers’ pneumoconiosis consists of a focal aggre- 
gation of heavily laden dust phagocytes enmeshed 
by reticulum or collagen fibers occurring character- 
istically around respiratory bronchioles. It is conceiva- 
ble that infection conditions the migration of these 
coal-laden macrophages so as to form aggregates 
whose roentgenographic representation is micronodu- 
lation. Commenting upon the role of tuberculosis 
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in the pathogenesis of complicated pneumoconiosis, 
Gough,'' referring to the work of Klotz, discusses the 
part played by infection in the migration and 
coalescence of macrophages. It was proposed that the 
inflammatory process attracted to it dust-laden 
macrophages from other parts of the lung. 

In considering the hypothesis that increased infec- 
tion may be the effect of pneumoconiosis, it has been 
shown that carbonaceous material of small particle 
size (india ink) introduced intravenously into experi- 
mental animals localizes in macrophages. Such animals 
demonstrate decrease in antibody response to specific 
antigen.’* This apparently is due to adsorption of im- 
mune globulin on inert particles contained in 
macrophages.'* The question then arises as to whether 
miners whose lung macrophages are filled with coal 
dust have decreased serum immune globulin levels by 
virtue of this phenomenon and are thereby prone to 
infection. To test this hypothesis, serum immune 
globulin determinations would have to be made on 
large numbers of miners with roentgenographically 
documented pneumoconiosis. 

In our study, the group with pneumoconiosis had 
spent an average of 38 years in the mines, while the 
group without pneumoconiosis averaged 35 years in 
the mines. An individual may work long years as a 
miner and may or may not develop the roentgeno- 
graphic lesion. It is obvious thet time alone is not the 
sole determinant of dust exposure. What is of greater 
importance is what each man did during that time. 
Detailed work histories should be taken to evaluate 
exposure in more exact terms than we have been able 
to. Pertinent technological and geological data are 
essential. We cannot make any estimate of the actual 
incidence of this disease in the general population of 
coal miners. An accurate estimate of its prevalence 
must await the use of the mass survey technique. 


Summary and Conclusions 


Pneumoconiosis that is roentgenographically identi- 
cal to that described by British workers has been ob- 
served in a group of 153 miners from the Ohio River 
Valley coal field. Sixty of these miners were studied 
over a two-year period with respect to respiratory 
disability from the clinical standpoint and compared 
to a group of miners without the lesion. It is important 
to utilize standard roentgenographic technique in the 
detection of the lesion. Miners with coal workers’ 
pneumoconiosis in this study show a higher incidence 
of lower respiratory infection, emphysema, and 
dyspnea than those without the roentgenographic 
lesion. To further understand the nature of this disease 
as it appears in the United States, total occupational 
dust exposure must be evaluated in great numbers of 
coal miners and autopsy data must be collected. 


4211 Noble St. (Dr. Levine). 
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ADENOVIRUS (RI-APC-ARD) VACCINE FOR PREVENTION 
OF ACUTE RESPIRATORY ILLNESS 


1. VACCINE DEVELOPMENT 


Maurice R. Hilleman, Ph.D., Mildred S. Warfield, B.S., Sally A. Anderson, B.S. 


Jacqueline H. Werner, M.S., Washington, D. C. 


An earlier report’ from this laboratory presented 
the preliminary findings in a field evaluation of a for- 
malin-killed adenovirus (RI-APC-ARD*) vaccine of 
monkey kidney origin against epidemic acute respira- 
tory illness in new recruits. The present report 
summarizes the development of the vaccine and pre- 
sents the basic data relative to the antibody response 
in animals and man after vaccination. The second 
part of this paper (this issue, page 9) gives the de- 
finitive analysis of the first field trial of the vaccine. 


Materials and Methods 


Tissue Cultures—The tissue cultures of human 
amniotic epithelium employed for initial virus recov- 
ery from patients’ throat washings or for propagation 
of recovered strains were prepared from trypsin-di- 
gested amniotic membrane cultivated and maintained 
in casein hydrolysate-2% calf serum medium. The 
monkey kidney tissue cultures employed for vaccine 
preparation were primary plants of trypsin-digested 
kidney cells grown in casein hydrolysate—calf serum 
nutrient. For virus titrations and for safety testing, it 
was necessary to employ kidney cultures that were 
free of the wild viruses that occur frequently in “nor- 
mal” monkey kidney.’ Such cultures were prepared by 
subcultivation of trypsin-digested primary cultures 
that had been held for 10 to 12 days and failed to 
present evidence of cytopathogenic change. All kidney 
cultures were maintained in synthetic mixture 199 dur- 
ing viral testing, and the fluid was changed every 4 or 
5 days during the 12-day observation period. The HeLa 
(human epidermoid carcinoma‘) cultures were kept 
in Ginsberg’s tryptose-phosphate maintenance solu- 


From the Department of Respiratory Diseases, Walter Reed 
Army Institute of Research. 


¢ The immune response was studied in 25 volunteers 
who received a new bivalent adenovirus vaccine 
that contained strains of type 4 and type 7 adeno- 
virus. These viruses, obtained originally from patients’ 
throat washings, were adapted to growth in tissue 
culture of monkey rena! epithelium. The virus in the 
vaccine was killed by incubating with formalin. Re- 
sponses of the subjects to the vaccine were measured 
by determining the titer of homotypic neutralizing, 
heterotypic neutralizing, and adenovirus group 
complement-fixing antibodies. Nearly all of the sub- 
jects gave an antibody response to both virus types, 
and two injections did not appear to give a higher 
titer than did a single dose. A striking heterotypic 
response (to type 3) was found. The maximum anti- 
body levels were reached within two weeks, and the 
titers were as high as would ordinarily be found after 
natural infection. No untoward reactions were ob- 
served in the recipients. 


tion. All culture and maintenance fluids contained 50 
units of penicillin and 50 meg. of streptomycin per 
milliliter to suppress growth of microbial contami- 
nants. 

Preparation of Virus Stock for Vaccine.—To prepare 
virus for vaccine production, heavily grown cultures 
of monkey kidney in 32-0z. prescription bottles were 
washed five times with synthetic mixture 199 to re- 
move the nutrient medium and the fluid was replaced 
with 20 ml. of mixture 199 containing 200 units of 
penicillin and 200 meg. of streptomycin per milliliter. 
The bottles were inoculated with 4 ml. of type 4 or 7 
seed virus and incubated at 36 C for four to seven 
days until the cell sheets were completely degenerated; 
then the whole cultures were homogenized for three 


| 
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minutes in a Waring blendor. After centrifugation at 
2,500 rpm for 20 minutes, the supernatant fluids were 
collected and were stored frozen in sealed glass 
ampuls in a dry-ice refrigerator until used to prepare 
vaccine six to eight months later. Serum neutralization 


TABLE 1.—Adaptation of Types 4 and 7 Adenovirus to 
Monkey Kidney Tissue Culture 


Infectivity Assay} 
Ineuba- - 


Pas- tion Deven- Negative 
sage Period, eration, Log 
Virus ‘Tissue* No. Vesselt Days % Fraction ‘Titer 
Type H.A.Tr. 1 Tube Whole N.D.§ 
R1-67 2 Tube 6 aD) Whole N.D. 
H.Amn. 1 Tube S 60 Whole N.D 
4 Tube 7 a0 Whole 1.0 
M. kid. 1 Tube 3 7) Cell N.D 
2 Tube 7 it) Cell 10 
4 Flask T60 Cell AD 
6 Bottle 3 na) Whole 1.0 
10 Bottle 4 a) Whole 2.0) 
18 Bottle Whole 10 
Type 7 H.Amn. 1 Tube 7 Oy Whole 2.0 
RI-4-202 2? Tube 3 Whole 20) 
M. kid. Flask T15 Cell N.D 
3 30ttle 6 Cell 1.0 
4 3ottle 4 85 Cell 1. 
6 Cell 24) 
10 Sottle 4 75 Cell 24) 
12 3ottle 60 Whole 10 
15 Bottle 5 80) Whole 
16 3ottle 3 100 Whole 2.0 


* H.A.Tr.=human adult trachea tissue culture: H.Amn.=human= am- 
nion; M.kKid.—monkey kidney 

+ Flasks used were Earle’s T- flasks: bottles were 32 oz. 

{ Titration in HeLa cell culture. 

§N.D.—not done. 


tests with monotypic rabbit antiserums identified the 
adenovirus type in these preparations. Immediately 
prior to addition of formalin, the crude virus prepara- 
tions were thawed and passed through sintered glass 
filters of medium porosity, and the pH was brought to 
neutral with sterile 0.5 M monobasic sodium phos- 
phate solution. The precise method for preparing vac- 
cine from these virus stocks is given below in the 
section on results, 

Potency Assay of Vaccine.—Aftter preliminary bleed- 
ing, groups of six 800-gm. to 1,000-gm. guinea pigs 
were inoculated into the thigh muscles with 0.25 ml. 
of aqueous vaccine or with 0.50 ml. of adjuvant vac- 
cine consisting of 0.25 ml. of the aqueous preparation 
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emulsified in an equal volume of mineral oil adjuvant 
(Salk-Freund adjuvant: 10% Arlacel [emulsifier |-90% 
Drakeol [mineral oil]). The animals were bled four 
weeks after vaccination, and an aliquot pool of the 
serums was titrated for content of neutralizing anti- 
body against the homologous virus and for adenovirus 
group complement-fixing antibody. 

Vaccine Sterility and Safety.—Tests to detect the 
presence of viable contaminating micro-organisms 
were detailed in an earlier report from this laboratory.’ 

Virus and Serologic Tests——Recovery of virus from 
clinical specimens and viral infectivity titrations were 
performed by methods described earlier.** The adeno- 
virus complement-fixation and serum-neutralization 
tests were carried out by the previously described 
methods." The adenovirus group antigen employed in 
the complement-fixation tests was prepared from HeLa 
cell cultures infected with the RI-67 strain of type 4 
virus. All serum titers are expressed as the greatest 
initial dilution of serum that caused complete or nearly 
complete suppression of viral growth (neutralization ) 
or of fixation of complement. 


Results 


Viral Adaptation to Monkey Kidney Culture.—Al- 
though there are at least 14 distinct immunologic types 
of adenovirus,’ only 3 of these, types 4, 7, and 3, are 
of current importance in epidemic acute respiratory 
illness of military recruits, types 4 and 7 being the 
more common." Attempts to propagate these viruses 
in tissue cultures of monkey renal epithelium directly 
from patients’ throat washings known to contain the 
virus were unsuccessful. Even though cytopathogenic 
changes in the cells, such as are commonly produced 
by adenoviruses, were often evident on first passage, 
serial propagation of the agent was unsuccessful and 
the virus was no longer detectable after two such pass- 
ages. However, adaptation to growth in monkey kid- 
ney culture was accomplished after preliminary 
recovery and growth of the virus in human tracheal ** 
or amniotic epithelial cells. 


TABLE 2.—Effect of Heating and of Formalin Treatment on Viability and Immunizing Potency 
“of Type 4 RI-67 Strain Adenovirus Grown in Monkey Kidney Tissue Culture 
Kesult 
Virus Viability” (Monkey Kidney) 
Dmmunizing Potency (Guinea Pigs)t 
Tubes Bottle 
‘Treatment Direct Direct Neutralizing Test Te 
—~ Inoculation Inoculation Pussage — 
kind Duration (Titer)} Passuge (Degeneration %%) (Degeneration %) Aqueous Adjuv ant ‘Aqueous Adjuvant 
None 2.0 100 Os 8 5 
(stored frozen) 
Ineubated 36 C 0 hr. 1.0 100 0 8 5 20 
with 1:4,000 6 br. Undiluted Pos. 1) ane 0 8 5 10 
formalin 12 hr. Undiluted Pos. 100 ‘ 0 8 5 »”) 
1 day Neg. Pos. 100 ae 0 8 D 20 
2 days Neg. Neg. 2 75 0 8 5 10 
3 duys Neg. Neg. Neg. i) 8 8 20 10 
4 days Neg. Neg. Neg. Neg. 0 8 10 10 
6 days Neg. Neg. Neg. Neg. 2 s 20 10 
8 days Neg. Neg. Neg. Neg. 0 s 5 10 
10 days Neg. Neg. Neg. Neg. 2 s 5 10 
Incubated 36 C 4 days 10 100 0 5 10 
without 10 days Neg. Neg. 100 100 0 8 10 10 
formalin 


* 6 tubes inoculated per dilution with 0.1 ml. each; flasks received 5 


$ Virus titers expressed as negative logarithm 
§ 0 equals titer less than 1:2, the lowest dilution tested. 


ml. 
+ None of the guinea pig serums collected — to injeetion contained detectable neutralizing or complement-fixing antibody against these agents. 
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It is seen in table | that initial inoculation of human 
tracheal epithelial tube cultures with throat washings 
from a patient with atypical pneumonia (strain RI-67, 
tvpe 4 virus) caused degeneration of 50% of the epi- 
thelial cells in nine days, and this degeneration was 
transmissible without difficulty in series in human 
tracheal and amniotic cell cultures. The first five serial 


TABLE 3.—Assay Data on Six Lots of Adenovirus Vaccine 
Used in Human Vaccination Studies 


linmunizing Potency 

Preinactivation (Guinea Pigs) 
Titer 

Neutral- 


Complement- 
Nitrogen ization i 
Mg./ Ml. 


Vaccine Comple Fixation 
— ment- - ~ = 

Lot Infee- Fixa- Aque- Adju- Aque- Adju- 
Type Strain No.tivity® tion Protein Total ous vant ous vant 


4. ] 3.0 0.009 0.168 2? 32 (y+ 20) 

2 2.0 2 0.012 0.199 2 32 0 10 

7 RI-4-202 3 2.0 0.015 O.19s 32 0 0) 

7 Ri-4-218 3 3.0 Undi- 0.023 0.190 0 ) 0) 0 
luted 


* Inteetivity for monkey kidney tissue culture expressed as negative 
logarithm, 

+0 in neutralization test equals less than 1:2) and in) complement- 
fixation test less than 1:5, the lowest serum dilutions tested. 


passages in monkey kidney were made using a con- 
centrated extract of the cells alone, which contained 
most of the virus in the culture; the virus could not be 
cultivated in series when the more dilute triturated 
whole culture was employed for seed. After passage 
6, the virus was sufficiently well adapted to permit 
serial passage of triturated whole culture in 32-o0z. 
prescription-size-bottle cultures and to cause almost 
complete degeneration of the cell sheets by the fourth 
day after inoculation. The infectivity titer of such ma- 
terials for HeLa cell culture was 10° or 10°, and the 
complement-fixation titer ranged from 1:2 to 1:8. Type 
7 strain RI-4-202, recovered in cultures of human 
amniotic epithelium from throat washings of a patient 
with undifferentiated acute respiratory disease 
(ARD), could be propagated (see table 1) in 32-0z.- 
bottle cultures of monkey kidney as triturated whole 
culture by passage 12, and the infectivity and comple- 
ment-fixation titers were similar to those of strain 
RI-67. The adaptation of type 7 strain RI-4-218 (not 


Tansee 4.—Vaccine Pools for Human Use 


Pool No Type Strain Lot No. Vol, 
7 R1-4-202 3 
2 
7 R1-4-202 4 3 
7 R1-4-202 
7 R1-4-21s 3 
4 1 


shown), which was recovered in human amniotic 
epithelium from the throat washings of a patient with 
nonstreptococcic exudative pharyngitis, resembled 
that of strain Ri-4-202. 

Inactivation of Adenovirus Infectivity.—Table 2 pre- 
sents the results of an experiment to determine the 
minimal time required for formalin to destroy the in- 
fectivity of a preparation of type 4 RI-67 virus grown 
in monkey kidney culture and to measure the im- 
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munizing potency of the material at various stages of 
inactivation. For the experiment, the virus suspension 
was treated with freshly redistilled formalin (assay 
35.1%) to give a final concentration of 1:4,000 and the 
mixture was incubated at 36 C in a tightly sealed 
prescription bottle in a water bath. Nonformalinized 
culture was treated similarly for control purpose. At 
the time periods shown, samples were removed and 
tested for viral activity in tubes (0.1-ml. inoculum 
dose) or bottle cultures (5 ml.) of monkey kidney. 
These were observed daily for 12 days tor cytopatho- 
genic change, after which the cultures were harvested 
and a concentrated extract of the cells passed to fresh 
tube cultures of monkey kidney, which were examined 
daily for an additional 12-day period. It is shown in 
table 2 that the virus titer of the formalin-treated 
material was depressed from 10° to below the de- 
tectable level in less than two days when 0.1-ml. 


Taste 5.—Antibody Response in Individual Volunteers to 
Bivalent Types 4 and 7 Adenovirus Vaccine 


Neutralizing Antibody Titer 

- —— Adenovirus 

Volun- Serum Specimens Homotype Group 

tee! (Week After - Heterotype Complement- 
3 


No. First Injection) “ixing Titer 
Prevaceination at (0) 0 
2 32 2? 0 
3" 32 2 2.0 
2.5 
7 32 32 2 2.5 
2% 32 32 2 0 
7 Prevaccination 2 0 0 2.5 
4 ~ 5 
~ ~ 5 
7 8 ) 
3 Prey accination 0) 0 0 
1 s 32 32 2.0 
2 8 128 128 2.5 
3 s 28 128 ) 
1G s 28 128 2.5 
4 Prey aceination 0 0 8 2.5 
2 s 32 10 
3 8 32 dD 
it 2 8 32 2.5 


* Additional l-ml. injeetions of vaeeine given after bleeding. 
+0 in neutralization test equals less than 1:2 and in complement-fixation 
test Jess than 1:2.5, the lowest dilutions tested. 


amounts were tested. However, infective virus was 
still demonstrable for three days but not for four days 
when 5-ml. volumes were tested in bottle cultures. 
Heating alone failed to destroy all the viral intectivity 
in a 10-day period in the control preparation. 

The neutralizing antibody response to the aqueous 
antigen was low or nonexistent, since only 3 of the 13 
groups of guinea pigs receiving these materials showed 
any antibody at all. However, all the antigens were 
immunogenic when incorporated in the mineral-oil 
adjuvant, and the antibody response was the same 
whether the virus had been inactivated with formalin 
or was untreated. All the antigens, untreated or treated 
with formalin, evoked antibody against the adenovirus 
group “soluble” complement-fixing antigen. The lack 
of consistency in the neutralizing antibody response 
to the various materials (aqueous vaccine) in the 
guinea pigs may be explained by the diversity of the 
response in individual guinea pigs, e. g., the neutral- 
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izing antibody titers of the individual guinea pig 
serums in a pool that t'tered i:2 were 1:8, 1:2, 1:2, 
0, O, and 0. The general findings in this experiment 
were confirmed in a second study. 

Preparation and Assay of Vaccines for Human Use. 
—The six lots of formalin-treated type 4 or 7 virus 
shown in table 3, which were of 400-ml. to 600-ml. 
volume, were prepared for trial use in human beings. 
The inactivation tests described above revealed that 


POO 


YUL 


INJECTION 


3 
2 INJECTIONS 


| 
TYPE 4 


RECIPROCAL OF NEUTRALIZING ANTIBODY TITER 


LUNTEER 23456789 Ot 418 1617 8689 20 21 22 2324 25 
Fig. 1.—Neutralizing antibody titers before vaccination and 
three weeks after vaccination among 25 persons given formalin- 
killed bivalent tvpes 4 and 7 adenovirus vaccine. 


four days’ incubation should suffice to inactivate the 
R1-67 strain of type 4 virus. However, to provide 
greater safety for the vaccine lots for human trial, 
six days incubation was emploved. In addition, daily 
sumples of each lot were tested to follow the inactiva- 
tion rates, and the results were similar to those shown 
in table 2. The final vaccine lots were tested on three 
occasions, each in 20-ml. volume (10 ml. per 32-0z. 
bottle in duplicate) and shown to be free of viable 
adenovirus on primary inoculation in monkey kidney 
tissue culture and on passage. The complement-fixa- 
tion titers of the vaccine lots were of the expected 
magnitude, undiluted to 1:5, and the nitrogen values 
approximated those of the Salk poliomyelitis vaccine. 
All the lots were immunogenic and evoked neutralizing 
antibody when incorporated in mineral oil adjuvant; 
of the aqueous vaccines, type 4 alone contained suf- 
ficient antigen to stimulate a detectable neutralizing 
antibody response. 

Antibody Response in Human Subjects to Vaccine. 
—Three pools of bivalent type 4 and 7 vaccine were 
prepared as shown in table 4. Pools 1 and 3 were as- 
sayed, in the present study, for ability to stimulate 
neutralizing antibody in human volunteers. Pools 1 
and 2 were used in the vaccine field trial described in 
the second paper in this series (this issue, page 9). 
The individual antibody patterns in four adult volun- 
teers given one, two, or three injections of pool 1 vac- 
cine is shown in table 5. It is seen that these four 
persons developed neutralizing antibody against homo- 
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types 4 and 7 viruses and heterotype 3 as well and 
that these antibodies were sustained for at least 16 
weeks. There was a marked heterotypic antibody 
response to tvpe 3 virus in volunteers 3 and 4, who 
received a single dose of the vaccine. Neither the 
homologous nor heterologous antibody titer in volun- 
teers 1 and 2 was increased bevond that achieved after 
the first dose of vaceine. All individuals gave a measur- 
able complement-fixing antibody response, although 
the titers were low and did not exceed 1:10. 

Figure | presents the neutralizing antibody titers 
before vaccination and three weeks after vaccination 
in 25 individuals given one or two injections of pool | 
or pool 3 vaccine. These persons ranged from 24 to 56 
vears of age (average, 39 vears). Seventeen of these 
individuals were male military personnel and eight 
were civilian emplovees of the Walter Reed Army In- 
stitute of Research. Of these eight, four males and 
one female had prior military service; two males and 
one female had none. It is seen that the majority of 
the 25 persons gave an antibody response to the vac- 
cine and that two injections did not appear to give 
higher titers than a single dose. A greater proportion 
of the individuals given pool 1 vaccine developed an 
antibody increase than those receiving pool 3, but this 
latter group also had the greatest number of indivi- 
duals who did not have tvpe 4 or 7 antibody in their 
initial prevaccination serum specimen, reflecting a less 
likely or more remote prior experience with these par- 
ticular types of virus. Thus, the two groups were not 
comparable, and the difference in antibody response 
may be related to the selection of the test group rather 
than to a difference in the immunizing potency of the 
vaccine pools. 


ADENOVIRUS VACCINE 


POOL 3 


10 SUBJECTS 


TITER 


RECIPROCAL OF GEOMETRIC MEAN 


WEEK OF VACCINATION 


Fig. 2.—Neutralizing and complemeat-fixing antibody patterns 
in human volunteers given bivalent types 4 and 7 formalin-killed 
adenovirus vaccine. 


The geometric mean neutralizing and complement- 
fixing antibody levels among 19 of these persons ac- 
cording to time of collection of the serum specimen are 
shown in figure 2. As might be expected from figure 1, 
the mean antibody response to pool 3 vaccine was 
considerably less than to pool 1. The neutralizing anti- 
body level in the volunteers, which was markedly in- 
creased by the first week after inoculation, reached its 
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maximum by the second week and diminished but 
slightly during the next 14 weeks. The complement- 
fixing antibody levels followed this same general pat- 
tern. The delay until the second week in attainment 
of the maximum neutralizing antibody level is in dis- 
agreement with the previous report,’ in which it was 
concluded, based on examination of a smaller sample, 
that maximal titers were achieved within one week 
after inoculation. 
Comment 


Basic to the development of the adenovirus vaccine 
was (a) the finding of a source of virus that could be 
administered safely in man and that contained suffi- 
cient viral mass to be immunogenic and (b) the evolu- 
tion of a procedure for eliminating the viral infectivity 
without destroying the antigenic capacity. These req- 
uisites, as for the poliomyelitis vaccine,’ were ade- 
quately provided by the adaptation to and propagation 
of the adenoviruses in tissue cultures of monkey kid- 
ney maintained in protein-free synthetic mixture 199 
and the inactivation of the virus in the filtered suspen- 
sions by means of formalin. 

The tests for sterility and safety, which included 
cultivation on a variety of artificial mediums and the 
inoculation by several routes into suckling and adult 
mice, hamsters, guinea pigs, rabbits, rhesus monkeys, 
and monkey kidney and HeLa cell tissue cultures, 
were considered adequate to exclude the ordinary 
bacterial or mycotic pathogens and contaminating 
viruses that might possibly have been present in the 
kidney cell cultures. The time period employed for in- 
activation of the adenoviruses was almost twice that 
required to reduce the content of infective virus below 
the detectable level. Sixty milliliters of each mono- 
valent vaccine lot was tested for presence of adeno- 
virus, and this represented between 10 and 15% of the 
total volume of the lot. The passage of concentrated 
cell extract of the primary test cultures instead of 
homogenized whole suspension increased the chance 
for detecting these agents, which are concentrated 
principally in the cells and are not liberated readily 
into the culture fluid. There were no evidences of in- 
fection or other untoward reaction in any of approxi- 
mately 350 persons who have received the vaccine to 
date. 

The quantity of viral antigen present in the type 4 
aqueous vaccine was sufficient to evoke a minimally 
detectable neutralizing antibody response in guinea 
pigs, while the type 7 preparation was inadequate in 
this respect. Both vaccines, however, when incorpo- 
rated in mineral oil adjuvant, stimulated levels of 
neutralizing antibody high enough to be readily de- 
tectable. The maximal neutralizing antibody response 
in guinea pigs to the aqueous and adjuvant prepara- 
tions was achieved between the second and fourth 
weeks after vaccination. The neutralizing antibody re- 
sponse in man to the aqueous vaccine presented a 
marked contrast to that in guinea pigs. The antibody 
increase in man, which was apparent one week after 
vaccination, reached the maximum level within two 
weeks, and titers as great as 1:128 were obtained, even 
in persons whose prevaccination serums gave a nega- 
tive test. There was no apparent advantage of two or 
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three injections over a single dose of the vaccine. The 
more rapid and greater neutralizing antibody response 
in man, as compared with guinea pigs, and the striking 
heterotypic response (to type 3 virus) are consistent 
with the widespread experience of the human popula- 
tion with viruses of the adenovirus family, which per- 
mits the elaboration of antibody on a recall basis. The 
low or negative complement-fixing-antibody response 
in the human volunteers was of little concern in the 
present work, since such antibody has been shown to 
be directed against a “soluble” antigenic component,” 
which is common to the various types of adenovirus 
and which appears not to be associated directly with 
immunity to these agents.” 

Huebner and associates * have described a formalin- 
killed or heat-killed tvpe 3 adenovirus vaccine that 
was highly effective in preventing the experimental in- 
fection in volunteers challenged with the homologous 
living virus onto the conjunctivas. The neutralizing 
antibody levels of the majority of the persons given 
one, two, or thrée injections of vaccine were elevated 
from less than 1:8 to 1:8 or greater. Quantitative anti- 
body studies that might have permitted comparison of 
potency of their type 3 vaccine with that of the bi- 
valent type 4 and 7 vaccine presented here were not 
reported. Recently, Bell and co-workers '" evaluated a 
commercially prepared adenovirus vaccine that con- 
tained types 3, 4, and 7 virus. The majority of persons 
with initially negative neutralizing antibody levels (less 
than 1:4) developed titers of 1:8 or greater against 
the agents after injection of one or two doses of vac- 
cine. 

Summary 

Adenovirus types 4 and 7 were adapted to growth 
in tissue culture of monkey renal epithelium main- 
tained in protein-free synthetic mixture 199 after re- 
covery from patients’ throat washings in cultures of 
human tracheal or amniotic epithelium. Formalin- 
killed bivalent vaccine prepared from the infected 
kidney material stimulated neutralizing antibody 
against homotypes 4 and 7 virus and against hetero- 
type 3 as well. The antibody levels obtained were as 
great as ordinarily occur after natural infection. The 
vaccine is safe and causes no untoward reactions in 
man. 

The tissue cultures, except for human amniotic cells, and the 
tissue-culture fluids used in this study were obtained from 
Microbiological Associates, Inc., Bethesda, Md. The Arlacel— 
mineral oil adjuvant mixture was supplied by Dr. I. W. McLean, 
Parke, Davis and Company, Detroit. 

Dr. F. Hahn made the chemical determinations. 
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ADENOVIRUS (RI-APC-ARD) VACCINE FOR PREVENTION 
OF ACUTE RESPIRATORY ILLNESS 


2. FIELD EVALUATION 


Reuel A. Stallones, M.D., Maurice R. Hilleman, Ph.D., Ross L. Gauld, M.D., Dr. P. H., Mildred S. Warfield, B.S. 


Sally A. Anderson, B.S., Washington, D. C. 


The preliminary evaluation of the effectiveness of 
a formalin-killed adenovirus (RI-APC-ARD ') vaccine 
of monkey kidney origin for preventing acute respira- 
tory illness among newly recruited soldiers was given 
in a previous report® from this laboratory. The first 
part of this paper® summarizes the basic data 
relative to the development of this vaccine and the 
assay of its immunizing potency. The present report 
presents the definitive evaluation of the effectiveness 
of the vaccine. 


Methods 


Study Population.—The field evaluation was made 
during the winter of 1956 in six companies of newly 
recruited soldiers of the 69th Infantry Training Divi- 
sion at Fort Dix, N. J. These companies were formed 
during the last three weeks of February, and each con- 
sisted of about 200 men. Details of the composition of 
the military population and of the adenovirus disease 
problem at Fort Dix have been presented in earlier 
reports." 

Study Plan.—The first 100 men assigned to each 
company were reserved for the influenza vaccine eval- 
uation program of the commission on influenza (see 
below ). The remaining 100 to 130 men in each com- 
pany formed the adenovirus study group. Case num- 
bers were given in sequence to the men included in 
the study group as the rosters stating the company 
assignments were received, During the precycle week, 
a team of technicians visited each unit, drew a pre- 
vaccination blood sample, and gave the initial inocu- 
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A_ formalin-killed adenovirus vaccine was ad- 
ministered to a test group A of 311 infantry re- 
cruits, and the subsequent record of this group as 
to hospitalization and serologic findings was com- 
pared with that of a contratest group B of 313 men 
who received injections of a placebo. The vaccine 
caused no untoward reactions. Its effect became 
manifest within a week after the initial injection, 
and during the period including the second to the 
fifth week there was only one case of serologically 
positive adenovirus disease requiring hospitalization 
in group A as compared with 61 cases in group B. 
Blood specimens were collected from all subjects at 
the time of the initial injection and three and seven 
weeks after it, for determination of the adenovirus 
complement-fixing antibody titers. Group A showed 
an increase in titer from 1.4 to 6.3 by the third week, 
while group B followed a different course, with the 
titer (geometric mean) rising to a level of 11 by the 
seventh week. The effect on frequency of hospitaliza- 
tion indicated that the vaccine has potential value in 
military populations. 


lation into the triceps muscle. In the first company, 
recruits with odd case numbers received 1 ml. of the 
adenovirus vaccine (lot 1) and those with even case 
numbers were given a placebo consisting of formalin 
and saline solution. In the second company the pro- 
cedure was reversed, and the even-numbered men 
received the vaccine and the odd-numbered men the 
placebo, Alternation of odd and even numbers by 
company was carried out until the members of all six 
companies were vaccinated. This procedure sub- 
divided the adenovirus study group into vaccinated 


and 
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(group A) and controls (group B), randomly selected 
with respect to time of arrival on the post and personal 
background, Between the time the men were assigned 
to their company and the administration of the first 
dose of vaccine or placebo, a few persons in both A 
and B groups were hospitalized for respiratory illness 
and were eliminated from the study, Of those orig- 
inally assigned, 311 remained in group A and 313 in 
group B. A second dose of vaccine and a second in- 


900 


800 
600-4 
500-4 


300— TIME OF INITIAL VACCINE INJECTION 


ATTACK RATES/IOOO MEN/YEAR 


100 


T T T T T T oe 


29 7 4 2! 28 4 
JANUARY FEBRUARY MARCH APRIL 


WEEK ENDING 


companies during the period shown. 


jection of placebo were given to those persons in 
group, the commission on influenza vaccinated 587 
with the company six to nine days after the first 
injections, 

At the same time that the first doses of adenovirus 
vaccine cr placebo were being given to the study 
group, the commission on influenza vaccinated 587 
recruits (group C) assigned to these six companies. 
These men had been at Fort Dix two or three days 
longer than those in groups A and B and were not 
selected randomly. Althorgh their experience cannot 
be considered as strictly comparable, their composition 
and selection was sufficiently like that of the adeno- 
virus study group to permit the use of their experience 
as a secondary control. 

The personnel in the study companies were kept 
under observation during the course of the eight-week 
basic-training period. All respiratory illnesses that 
required hospital or outpatient treatment were re- 
corded. None of the recruits knew whether he had 
received vaccine or placebo. Reporting to the dispen- 
sary for medical care was based on self-selection. 
Thereafter, it was the responsibility of the hospital 
medical staff to decide whether patients should be 
hospitalized or treated on an outpatient basis. These 
medical officers did not know the vaccination status 
of their patients and, indeed, were only vaguely aware 
that the study was being conducted. In general, the 
criteria for hospital admission were a temperature of 
100 F (37.8 C) or higher and a clinical impression 
that the patient was unable to continue training. 


STUDY COMPANIES 


Fig. 1.—Incidence of cases of acute respiratory illness causing hospitaliza- 
tion by medical report week and individual cases occurring in the six study 
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Time Relations.—The six companies that entered 
the study were not “filled” at the same time but were 
organized over a period of three weeks. This meant 
that the period of observation in the companies did 
not run concurrently and that one company might be 
in its third week of training while another was in the 
first week. In order to present the results in as simple 
and uniform a manner as possible, it was necessary to 
count time not in calendar weeks but in relation to 
the time of vaccination. Thus, the period dur- 
ing which these recruits were under observa- 
tion has been divided into the first, second, 
third, fourth, fifth, sixth, seventh, and eighth 
weeks after the administration of the initial 
dose of vaccine or placebo. 

Collection and Testing of Specimens.— 
Blood specimens for serologic testing were 
collected routinely from all men in the adeno- 
virus study group (groups A and B) imme- 
diately prior to and three and seven weeks 
after the initial inoculation. Additional blood 
samples were obtained from all subjects who 


were hospitalized at the time of admission 

alg ug a @ INDIVIDUAL CASES IN and again three or four weeks later during 


convalescence. Throat washings, placed in 
nutrient broth, were —ollected the 
majority of the hospitalized patients at the 
os’ 2 ~~ +same time the acute-phase blood samples were 

way taken. The methods for virus recovery and 
identification and the serologic procedures 
employed were described in earlier reports.’ 

Among the nonvaccinated patients admitted 
to the hospital, a fourfold or greater rise in 
complement-fixing antibody titer was considered diag- 
nostic for adenovirus disease. In vaccinated soldiers 
certain modifications had to be made because of the 
ditficulty of interpreting the results of the tests during 
the first three weeks after vaccination. Administration 
of adenovirus vaccine to normal subjects frequently 
stimulates production of complement-fixing antibodies 


Tasie 1.—Acute Respiratory Illness (All Causes) in Six Compa- 
nies of Recruits by Vaccination Status and Time of Injection 


Wk. No. of Cases in Group* % Attacked in Group 
from Ist — -----—--— 
Injection A B C A B Cc 
17 19 §.5 6.1 4.8 
2 32 10 10.2 
3 2 23 34 0.6 7.3 o.8 
4 ] 11 7 0.3 3.5 2.9 
3 3 9 1.0 10 
6 2 3 4 0.6 1.0 0.7 
7 1 0.3 0.3 0.2 
] ] 0.6 0.3 0” 
All wk. 31 93 144 10.0 30.0 24.5 


Wk. 2-8 M4 74 116 4.5 23.6 19.8 
*Group A consisted of 311 subjects who received adenovirus vaccine; 


group B consisted of 313 controls who received a placebo; group © 
sisted of 587 controls who received influenza vaccine. 


in the first 21 days to levels as high as 1:10. This tended 
to confuse the picture when respiratory illnesses oc- 
curred during the first three weeks after vaccination. 
In the hospitalized group, all vaccinated persons who 
developed respiratory illness within three weeks after 
vaccination and whose serums showed a fourtold or 
greater increase in antibody to a convalescent level 
of 1:10 or higher were arbitrarily classed as being 
adenovirus-positive as the result of infection. Those 
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patients who showed a fourfold or greater rise to a 
level of only 1:5 were recorded as being indeterminate. 
On the average, the patients in the positive classifica- 
tion showed a far greater increase than the fourfold 
minimum, the mean rise being seventeenfold. In the 
final analysis of the tests, the indeterminate reactions 
have been counted along with the positive ones. A 
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Fig. 2.—Occurrence of cases of acute respiratory illness caus- 
ing hospitalization in vaccinated and nonvaccinated groups, top, 
al! causes and, bottom, adenovirus cases only. 


consequence of this decision was a tendency to over- 
count the number of patients with infections due to 
adenovirus among those given vaccine, resulting in a 
conservative estimate of the effectiveness of the 
vaccine, 

Results 


The Effectiveness of Adenovirus Vaccine in the 
Prevention of Cases Requiring Hospitalization.—The 
incidence of admissions to hospital for respiratory 
disease at Fort Dix during the first four months of 
1956 is presented in figure 1, which also shows in block 
diagram the temporal relation of the hospitalizations 
for this reason of members of the six companies in- 
cluded in the study, It should be noted that, although 
the peak incidence for 1956 had passed by the time 
the vaccine trial was initiated, the rates remained high 
during the course of the study, with the weekly rates 
ranging between 375 and 770 per 1,000 per year. 
Fortunately, influenza was not epidemic at Fort Dix 
during this period and did not prove to be a serious 
complicating factor. 

The occurrence of acute respiratory illness, irrespec- 
tive of etiology, in the six companies of the study is 
summarized in table 1 in relation to the time of injec- 
tion and vaccination status. During the first week after 
vaccination, no essential difference was found between 
the percentages attacked among those who received 
adenovirus vaccine (group A) and the two control 


groups (B and C). However, beginning in the second 
week after vaccination and continuing through the 
fourth week after initial inoculation, the incidence was 
much lower among those given adenovirus vaccine 
than in either of the control groups. After the end of 
the fourth week, when the susceptible persons among 
the controls had been depleted, the incidence in the 
control groups fell to the level found in the vaccinated 
soldiers. The similarity of the experience of the two 
control groups is quite striking and serves to emphasize 
the effectiveness of the vaccine. 

The findings with respect to groups A and B are 
illustrated in figure 2, top. This figure, which is based 
on table 1, shows in graphic form the marked reduc- 
tion in the number of cases of acute respiratory ill- 
ness that occurred among those given adenovirus 
vaccine during the second, third, and fourth weeks 
after vaccination, 

The above findings were based on a consideration 
of all cases of respiratory disease causing hospitaliza- 
tion of members of the six companies regardless of the 
etiology. Since not all of these illnesses were due to 
adenovirus infection, a more precise evaluation was 
obtained by eliminating from consideration those cases 
of nonadenovirus etiology. In this series of hospitalized 
patients, it was possible to make a definite serologic 
diagnosis, by the criteria presented above in the sec- 
tion on methods, of adenovirus disease or nonadeno- 
virus disease in all but four instances. These four 
patients were all in the vaccinated group and all were 
soldiers who became ill during the first week after 
they were vaccinated. Since these cases occurred dur- 
ing the time before the vaccine became effective, fail- 
ure to make a serologic diagnosis in no way interfered 
with the final evaluation. The results of the serologic 
tests are summarized in table 2, and the evaluation of 
the effectiveness of the vaccine based upon the reduc- 


Taste 2.—Serologic Diagnosis of Cases of Acute Respiratory 
IIIness Causing Hospitalization in Vaccinated and Control 
Groups by Time of Onset 


Adenovirus Complement-Fixation Test Results in Group* 


A B 
trom Ist Indeter- Indeter- 
Injeetion Positive minate Negativet Positive minate Negativet 
1] 2 11 
2 l 2 Os 4 
3 21 2 
1 1 9 2 
dD 3 3 
6 2 3 
7 1 1 
yA ] 
\ll wk 12 i 1d 72 0 21 
Wk. 2-8 1 i) 13 él 0 13 


*See table 1 for explanation of groups. 

{11 of the negative eases (3 group A and & group B) were due to influ- 
epza A as shown by a fourtold or greater increase in hemagglutination- 
inhibiting antibody in paired specimens. 


tion in adenovirus disease requiring hospitalization is 
shown in figure 2, bottom. Thus, only one hospital case 
of adenovirus disease occurred in the 311 vaccinated 
soldiers after the end of the first week after vaccina- 
tion, while there were 61 cases in the 313 nonvac- 
cinated soldiers of the same companies during the 
same period. Of the 36 cases that were serologically 
negative for adenovirus disease, 11 were diagnosed as 
influenza A. These diagnoses were made by means of 


12 ADENOVIRUS VACCINE—STALLONES ET AL. 


the hemagglutination-inhibition test with the A’ 
FLW-1-52 strain of influenza virus. Eight of the pa- 
tients with influenza had received placebo, while the 
remaining three had been given adenovirus vaccine. 

The evidence relating to the effectiveness of the 
adenovirus vaccine for preventing respiratory illness 
sufficiently severe to require hospitalization is sum- 
marized in table 3. It will be noted that the vaccine 


Taste 3.—Summary of Evidence Relating to Efficacy of Adeno- 
virus Vaccine in 311 Vaccinated and 313 Control Subjects 


Interval After Ist Vaccination, Wk. 


Group* 1 2-5 fies 

Respiratory Admissions for All Causes, No, 

Cases Serolovically Positive tor Adenovirus, No. 

11 61 0 
Cases Serologically Negative tor Adenovirus, No. 


* See table 1 for explanation of groups. 
4 cuses included actually classed indetenninate 


was specific for adenovirus disease, and, while it was 
highly effective for this disease, it did not in any way 
reduce the occurrence of respiratory disease of non- 
adenovirus etiology. After the initial dose of vaccine. 
there was a period of one week in which the incidence 
of disease among the vaccinated men and among the 
controls was similar. This was followed by a marked 
reduction of adenovirus disease during the second 
through the fifth weeks after vaccination, with 61 
cases among the controls and only one case in the 
vaccinated men. After the fifth week, no more adeno- 
virus disease occurred in either group. The finding 
that the pattern of occurrence of respiratory disease 
of nonadenovirus etiology was similar in both vac- 
cinated and control groups points to the specificity of 
the action of the vaccine. 

Effectiveness of Adenovirus Vaccine in Preventing 
Illness Not Requiring Hospitalization.—In addition to 
those illnesses that required hospitalization, a large 
number of the personnel in the adenovirus study group 
reported on sick call at the dispensary during the 
course of the study with illnesses that required only 


TABLE 4.—Dispensary Visits by Diagnostic Classification for 
Vaccinated and Control Groups 


Group 

— Ratio 
Diagnosis B A BA 

Acute respiratory illness 
95 &3 1.14 

Nonrespiratory illness 

215 195 1,10 


treatment on an outpatient basis. Many of these ill- 
nesses were nonrespiratory, and those that were of a 
respiratory nature were quite mild, with little or no 
fever (temperature less than 100 F ). The clinical diag- 
nosis in many of the latter cases was common cold. 
Clinical records were maintained on all patients 
treated at the dispensary, but it was not feasible to 
collect specimens of blood from these patients when 
their disease was in the acute stage or when they were 
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convalescent. The three routine blood specimens col- 
lected from all persons during the study period were 
neither sufficient in number nor properly spaced to 
permit definitive adenovirus diagnosis in the patients 
treated in the dispensary. Thus, it was impossible to 
distinguish rises due to adenovirus disease, inapparent 
infections, or vaccination. The analyses were based 
therefore on (a) the occurrence of cases irrespective 
of etiology and (b) the mean titers of complement- 
fixing antibody in different groupings of subjects, as 
described below. 

The number of soldiers reporting on sick call and 
the number of visits to the dispensary by personnel of 
the adenovirus and control groups for respiratory or 
nonrespiratory illness is shown in table 4. During the 
eight-week period of observation, 95 controls and 83 
vaccinated soldiers reported to the dispensary on 165 
and 124 occasions, respectively, with a respiratory 
complaint. The slightly less frequent occurrence of 
mild respiratory disease in vaccinated persons is incon- 
sequential and is in contrast to the marked reduction 
in cases requiring hospitalization previously shown 


Taste 5.—Distribution of Adenovirus Complement-F ixing Anti- 
body Titers of Routine Serial Bleedings in Vaccinated 
and Nonvaccinated Groups 


Bleeding, No. of Serums with 
Time Atter Complement-Fixing Titer of (ie0- 
Vueci- “~ metric 
Clinical nation No Mean 
Cutegory Giroup in Wk. 025 4 10 20 40 SO Test Titer 
Dispensary A Before OG -3 1.44 
respiratory 3 ? 2 8 6.5 
illness 7 2 9 6.6 
B Betore 16 10 17 
3 38 14 10 12 ) ; 8 10 3.1 
No A Before 14 
dispensary 3 11 5.0 
B Betore 2% 4 4 
3 1s » 6 3 3 2.4 
7 7 6 9 ) 8? 


See table 1 for explanation of groups 
+ Numbers are reciproeals of titers. 


wnong the vaccinated persons, This comparatively 
small effect is probably due to the fact that the experi- 
ence with adenovirus disease is obscured by the dilu- 
tion brought about by including in the tabulations 
inany cases of mild respiratory illness of nonadenovirus 
etiology such as the common cold, 

Of the 178 soldiers in the study group who were 
treated for respiratory complaints at the dispensary, 
fourfold or greater complement-fixing antibody rises 
against adenovirus occurred in 74 of the controls and 
in 62 of the vaccinated during the observation period. 
It was definitely established that 42 patients, 21 in 
each group, had nonadenovirus disease. Because of 
the inability to assay the etiological significance of the 
antibody increases among these vaccinated persons 
as discussed above, it was impossible to determine 
how much reduction in adenovirus disease, if any, 
occurred in these patients treated in the dispensary. 

Effect of Vaccination on Antibody Pattern in Non- 
hospitalized Ill and Well Soldiers.—The alteration in 
the complement-fixing antibody pattern resulting from 
vaccination as disclosed by testing the routine blood 
samples of 178 persons who were treated in the dis- 
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pensary for respiratory disease and SI recruits selected 
at random from well soldiers who had no recorded 
respiratory illness during the course of the study is 
shown in table 5 and illustrated in figure 3. This analy- 
sis is made by considering the geometric mean of the 
complement-fixing antibody titer of the various groups. 
The vaccinated soldiers who had mild respiratory ill- 
nesses showed a marked increase in titer from 1.4 to 
6.3 by the third week, and this titer rose only slightly 
thereafter. By contrast, the control persons with a 
similar history showed only a slight rise, from 1.7 to 
3.1, by the third week, but then the titer increased 
markedly to a level of 11 by the seventh week, The 
greater increase in antibody during the first three 
weeks among the vaccinated persons is reasonably 
interpreted as due to the antigenic stimulation by the 
vaccine, although some of the rise was undoubtedly 
due to adenovirus infection occurring prior to the 
time the vaccine became effective. The marked in- 
crease in titer between the third and seventh weeks 
that took place in the controls and not in the vacci- 
nated persons could only have been the result of 
adenovirus infection. The failure of the antibody titer 
to rise among vaccinated soldiers after the third week 
suggests less infection among these soldiers, although 
the amount cannot be estimated quantitatively. An 


Tanie 6.—Adenovirus Recovery and Serologic Test Results 
in Sample of Cases of Acute Respiratory Illness 
Causing Hospitalization 
Complement-Fixing Titer Rise 
(Fourtold or Greater) 


\denoyvirus Recovery Positive Negative Indeterminate Total 


almost identical pattern was shown by the results of 
the tests made on the sample of vaccinated and con- 
trol soldiers who had no apparent respiratory illness 
during their basic training and would seem to indi- 
cate Jess inapparent infection also among the vac- 
cinated subjects. 

Isolations of Adenovirus.—Throat washings were 
collected from 76 of the 124 persons of the adeno- 
virus study group who were hospitalized for respira- 
tory illness during the period of the study (table 6). 
Forty-seven adenovirus strains were recovered from 
these specimens. Twenty-one of these were type 4 
and 26 were type 7, while type 3 virus was not iso- 
lated at any time during the epidemic. The distribu- 
tion of the two types found was not uniform in the 
various companies. This is illustrated in figure 4, 
which shows that the eight strains isolated from mem- 
bers of H company were all type 7 and that 9 of the 
10 isolations from members of M company were type 
4. In the other four companies, the distribution of 
strains Was more equal. 

Of the 47 patients from whom adenovirus was iso- 
lated, 44 showed a diagnostic complement-fixing anti- 
body rise. In two, the serologic diagnosis was of non- 
adenovirus disease, while the serologic result in the 
other was indeterminate. The two serologically nega- 
tive cases in which isolations were made were both 
in nonvaccinated soldiers, and their illnesses began in 
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the first and third weeks after inoculation. They have 
not been counted as having adenovirus disease in the 
vaccine analysis. The one instance in which an isola- 
tion was made and the serology was indeterminate 
occurred in a vaccinated soldier who became ill dur- 
ing the first week after vaccination. This patient was 
counted as having adenovirus dis¢ 


NO ILLNESS (A 2) 


12 
NON- VACCINATED 
7 DISPENSARY ILLNESS (81) 
9+ 
: NON-VACCINATED 
= 8- NO ILLNESS (82) 
VACCINATED 
DISPENSARY ILLNESS (A 
VACCINATED 
x 
= 
Ww 
oO 


WEEKS AFTER VACCINATION 


Fig. 3.-Geometric mean complement-fixing antibody titers by 
time from first injection in vaccinated and nonvaccinated groups. 


Study of table 6 shows that 44 strains were recov- 
ered from 55 patients with a diagnostic antibody rise. 
Thus, the recovery rate in serologically proved cases 
was 80%, compared with 11% (2 of 18) among those 
serologically not adenovirus. 

Comment 

The excessively high rates for acute respiratory ill- 
ness of adenovirus etiology that continue to occur in 
military recruit populations made it imperative that 
a safe and effective vaccine against these agents be 
developed, if at all possible. The vaccine used in this 
study, a newly developed formalin-killed (types 4 
and 7) material,” was shown to be safe and effective, 
and none of the persons receiving the vaccine devel- 
EJ-TyPe 7 
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Fig. 4.—Types of adenovirus recovered from hospitalized pa- 
tients with acute respiratory illness. 
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oped untoward reactions to the injection. Moreover, 
it was shown to reduce markedly the incidence of nat- 
urally occurring serologically positive adenovirus in- 
fections requiring hospital care among a recruit pop- 
ulation during basic training. This protection was 
demonstrated during a period of high incidence of 
respiratory disease at a time when infections with 
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types 4 and 7 were common and when type 3 was 
absent or at least its presence was not demonstrated. 
The evidence with respect to the protective value of 
adenovirus vaccine against severe disease caused by 
the homologous types is clear cut. Because of the ab- 
sence of type 3 during the period of the study no evi- 
dence is available to show whether this vaccine pro- 
tects against this heterologous type, although, as shown 
earlier,” the neutralizing antibody levels against type 
3 virus resulting from the use of the vaccine were 
as great as those against the homologous tvpes 4 and 7. 

The role of the vaccine in eliciting protection against 
mild and inapparent disease is not so definite. Direct 
comparisons of dispensary visits for such mild respira- 
tory disease in the vaccinated and control groups were 
unsatisfactory because of the inclusion of cases due 
to nonadenovirus disease such as the common cold. 
These nonadenovirus cases could not be eliminated 
because of the multiplicity of possible interpretations 
that could be given to the rises in complement-fixing 
antibody demonstrated in the routine serial serum 
studies. Thus, the pattern of the serologic response in 
the vaccinated and control groups was the only index 
available. These serologic responses gave some indi- 
cation that there was probably less both of this mild 
disease and of inapparent infection among the vac- 
cinated, but the evidence is not clear cut and is sug 
gestive only. 

The population studied was limited to a size that 
permitted close regulation and accurate observation 
but was large enough to produce reliable statistical 
interpretations. The sample size of about 300 indi- 
viduals in each of the vaccinated and control groups 
was originally calculated to be about twice as large 
as necessary for the results to be statistically signifi- 
cant if the vaccine were only about 50% effective. 
The assignment of subjects to the vaccinated and 
control groups was on a random basis, and no evi- 
dence of bias was shown when the two groups were 
tested for characteristics not related directly to the 
study such as age, race, and geographical origin. 
Neither the study subjects nor the hospital personnel 
concerned with their medical care had knowledge of 
whether any particular individual had received the 
vaccine or the placebo. Therefore, the group of pa- 
tients who were admitted to the hospital and inten- 
sively studied was selected without prejudice. The 
reliability and consistency of the laboratory proced- 
ures for diagnosis were demonstrated in prior investi- 
gations ' and confirmed in the present study. Epidem- 
ics of nonadenovirus disease such as influenza and 
streptococcic infections did not occur during the study 
period, and the vaccine was evaluated without these 
clouding the issue. A few cases of influenza did occur, 
but these were diagnosed by serologic means. 

Experimental adenovirus vaccines developed in 
other laboratories ’ have also shown a beneficial effect 
in preventing adenovirus disease. Huebner and asso- 
ciates * developed a_ heat-killed or formalin-killed 
monovalent type 3 vaccine that was effective in pre- 
venting the experimental disease that usually follows 
_challenge inoculation of the homologous agent onto 
the conjunctival surfaces. More recently, Bell and 
associates “” have evaluated a commercially prepared 
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vaccine containing types 3, 4, and 7 adenovirus. This 
vaccine prevented 50 to 70% of the total expected 
hospitalizations for respiratory illness in an epidemic 
of acute respiratory disease associated with type 4 
adenovirus, The findings did not include a serologic 
diagnosis in the patients, and the reduction in spe- 
cific adenovirus-caused disease was not reported. 

It was shown in the first part of this paper’ that 
the immunizing potency of the vaccine was minimal 
when assayed in guinea pigs that had no indication 
of prior experience with these agents. By contrast, 
human subjects responded rapidly when given the 
vaccine, presumably as a recall phenomenon indicat- 
ing previous contact with antigens common to the 
virus strains in the vaccine. The degree of protection 
demonstrated and the rapidity with which the vac- 
cine became effective under the conditions of the 
present trial strongly suggest that the recall phenome- 
non must have been evoked in almost every subject 
and that the antibody levels that are reached in seven 
days or less after vaccination must be protective. Al- 
though two doses of vaccine were given in this trial, 
it is probable that a single injection would have been 
adequate. 

The distribution of serotypes among the compa- 
nies was unexpected. While individual training com- 
panies were housed in separate barracks, there was 
sharing of common mess facilities and an opportunity 
was provided for the personnel of different units to 
mingle at such places of post exchanges, service clubs, 
and theaters. The finding that a single serotype was 
preponderant within certain companies suggests that 
the strongest factor of transmission may be centered 
in the activities common to the company, i. e., pre- 
sumably with the men’s sleeping and living together. 

The high degree of effectiveness of the vaccine in 
reducing adenovirus disease causing hospitalization 
and its safety indicate its great potential value in mili- 
tary recruit populations. The need for such a vaccine 
in civilians remains to be determined, as does the dura- 
tion of the protection resulting from a single dose. 


Summary 


A newly developed bivalent type 4 and 7 formalin- 
killed adenovirus vaccine prepared from infected mon- 
key tissue culture was evaluated in six companies of 
newly inducted recruits at Fort Dix, N. J. The vac- 
cine caused no untoward effects in persons who re- 
ceived it, and it is completely safe for human use. 
A controlled trial showed the vaccine to be effective 
beginning one week after initia] injection, causing a 
marked reduction in the incidence of adenovirus- 
caused disease requiring hospitalization during the 
second through the fifth week after vaccination. Dur- 
ing this period only one case of serologically positive 
adenovirus disease causing hospitalization occurred in 
311 vaccinated recruits, in contrast to 61 cases among 
313 controls from the same companies. This represents 
a 98% reduction from the expected incidence. No 
adenovirus disease could be demonstrated in the units 
after the fifth week after vaccination. In addition to the 
marked reduction of adenovirus disease requiring hos- 
pitalization among the vaccinated, there is some in- 
direct serologic evidence of a reduction in mild cases 
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requiring only outpatient care and also in inapparent 
infections. The vaccine is specific against adenovirus 
disease and appears to act antigenically by recall 
stimulation. No evidence was obtained regarding the 
duration of protection. The vaccine has great potential 
value in military populations, but its role in civilian 
populations remains to be determined. 
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MANAGEMENT OF CARCINOMA OF THE THYROID 


Robert E. Mack, M.D., Hershel J. Wells, M.D. 


Richard E, Ogborn, M.D., Washington, D.C, 


The use of radioactive iodine (1 **') in the treatment 
of carcinoma of the thyroid has been somewhat dis- 
appointing. The chief reason for this is the inability 
of all but a few of the lesions of carcinoma of the 
thyroid to take up I’”' in quantities sufficient for a 
therapeutic effect.’ Nevertheless, |'*' is a useful tool 
in the evaluation of patients with carcinoma of the 
thyroid. The purpose of this report is to describe our 
approach to the management of these patients. Several 
case reports are included that illustrate the helpfulness 
of L*”' in the diagnosis and therapy of this condition. 


Methods 


The surgical treatment of carcinoma of the thyroid 
employed at the Walter Reed Army Medical Center 
is the removal of all accessible thyroid tissue, both 
normal and pathological. The usual operation is a 
total thyroidectomy and, when indicated, a radical 
dissection of the neck. Several weeks after surgery, 
studies are made with L'”' in an attempt to locate any 
residual functioning thyroid tissue. These studies in- 
clude determination of the 24-hour thyroidal uptake 
and of the 96-hour urinary excretion of ['*', manual 
scanning of the body with a directional scintillation 
counter for evidence of extrathyroidal I‘*’ concen- 
trations, and the recording of a scintigram of the neck 
region. (A scintigram is the record produced by a 
motorized radiation detector designed to move back 


From the Radioisotope Clinic, Walter Reed Army Medical 
Center. Dr. Mack is now with the Veterans Administration Hos- 
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* The clinical uses of the radioactive isotope |*** 
are exemplified in the histories of three patients. 
Thyroid tissue examined after surgical removal indi- 
cated colloid-producing adenocarcinoma in two pa- 
tients and papillary adenocarcinoma in one; all three 
had metastases to lymph nodes. |*** given for 
diagnostic purposes became concentrated in the 
carcinomatous tissues if they were of the colloid- 
producing type and if there was no normal thyroid 
tissue to compete with them. Lesions that do take 
up the isotope can be localized by a motorized 
radiation detector that scans the suspected area 
systematically and produces a tracing called the 
scintigram. Unexpected metastases have been dis- 
covered by this means when they were not apparent 
by other methods of examination. Lesions in which 
the |*** becomes concentrated are affected by its 
radiation. In one case a single therapeutic dose of 
the | *** obliterated all of the functioning metastatic 
thyroid carcinoma. It is impossible, however, ‘9 tell 
whether the associated nonfunctioning metastatic 
elements of this tissue have also been eradicated. 
Surgery is the treatment of choice for both the pri- 
mary and the metastatic tumors whenever it can 
safely be carried out. 


and forth in a methodical fashion over an area con- 
taining radioactive material. The outline inscribed by 
the counter accurately reduplicates the actual distri- 
bution of the radioisotope within the tissue.) If no 
abnormal tissue is found, the patient is started on a 
course of therapy with thyroid extract and is in- 
structed to discontinue medication one month prior 
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to his next visit to the clinic. Reevaluation is carried Reevaluation, including tests with I'°', was carried out in 
out at intervals of six months to one vear. The test June, 1954. No change in the patient’s condition was noted. She 
f tio received several injections of thyroid-stimulating hormone as a 
part of the isotope studies. The patient was next seen at this hos- 


x-ray, and a skeletal survey as well as the studies with pital in January, 1955. As on the previous occasion, she had dis- 


I'“' previously described. Thyroid medication is re- 
sumed when the test series is completed, provided a 
there is no evidence of recurrence. Subsequent visits MIDLINE 
to the clinic are arranged according to the type of 
> ‘ { i i ; j 
disease and the patient's progress. 
Case 1.—This 25-year-old woman, a member of the Women’s 
Air Force, entered Walter Reed Army Medical Center with a his- 
tory of a lump in her neck that she had first noticed two years 
earlier. A review of her records showed that a small nodule of the ‘ ' i 
thyroid isthmus was noted at the time of her enlistment in July, 
1952. Because of its slow but progressive enlargement, the patient 
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' ‘ ‘ 
' ‘ ‘ ‘ ‘ ‘ ‘ ‘ 
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Fig. 2 (case 1 ).—Scintigram of neck region taken after first 
therapeutic dose of I'*', revealing focus of radioactivity in area 
of pyramidal lobe. Higher background count over upper part of V 
chest results from concentration of I'*' by lesions in chest. 1 


continued taking her thyroid tablets one month before her sched- 
uled visit. Physical examination was negative except for the sur- 
gical scars in the neck. The 24-hour thyroidal uptake of I'*! was 

%. After an injection of thyroid-stimulating hormone, the patient 
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static lesion in which there is rather well-balanced distribution 
of both follicular and papillary forms of adenocarcinoma. Note 
atypical epithelial proliferation in central area, Although epithe- ' 
RIGHT i SUPRASTERNAL wore MOLINE LEFT 
lial cells are large and atypical, abnormal mitotic figures are © 
rarely seen. Sections of primary tumor are not available, but both 
papillary and follicular forms were also reported. 
sought medical care, and a subtotal thyroidectomy was per- 
formed at another military on Sept. 9, 1953. The patho- 
logical diagnosis was pi ipillary adenocarcinoma of the thyroid Simei 
- gland. Physical examination at this hospital revealed a well- 
healed thyroidectomy scar. The remaining portion of the left 
Fig. 3 (case 2).—Scintigram taken after total thyroidectomy 
thyroid lobe was enlarged to approximately twice its normal size . : ; 
and radical dissection of right side of neck, revealing residual 
and was firm in consistency. A scintigram of the neck region was 
iodine-concentrating tissue in left thyroid area and metastatic - 
obtained at this time. There was also a small lymph node palpable ; 
lesion at angle of mandible. 


in the left supraclavicular fossa. On Oct. 16, 1953, the remainder 
of the left thyroid was removed, and radical dissection of the 
neck was done Nov. 18, 1953 ( fig. 1). Studies in December, 1953, 
showed a thyroidal uptake of 5%. A scintigram of the neck region 
showed a small concentration of 1°! in the area of the thyroid 
cartilage that was possibly the result of activation of a pyramidal 
lobe. After these studies were done, thyroid maintenance therapy 
was begun and the patient was returned to duty. 


had a severe reaction consisting of vascular collapse, hives, and 
angioneurotic edema. Recovery from this reaction was complete 
in 24 hours. A scintigram of the neck region obtained on Jan, 27, 
1955, revealed a small concentration of I'*! in the area of the 
pyramidal lobe. The 96-hour urinary excretion of I'*' was 79% 
of the administered dose. Total body scanning with a directional 
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scintillation counter revealed concentrations of 1'*! bilaterally on 
both anterior and posterior aspects of the chest in the hilar areas. 
X-ray examination of the chest failed to show any lesions in the 
area of isotope localization. Because of these findings a thera- 
peutic dose of 105 me. of I'*! was administered on Feb. 23, 1955. 
A scintigram of the neck region after the therapeutic dose was 
given is shown in figure 2. After therapy, the patient resumed 
taking her usual dose of thyroid and was returned to duty. 

She was again examined in June, 1955, and physical findings at 
that time were unchanged. Tracer studies revealed no evidence of 
localization of the radioactive material in the neck region. How- 
ever, small but measurable concentrations of the I'"' were still 
detectable bilaterally over the chest. The 96-hour urinary excre- 
tion was 97% of the tracer dose, In an attempt to increase the con- 
centrating ability of the chest lesions, thyroid medication was 
withheld for two months. A second therapeutic dose of 115 mic. 
of I'*' was administered Aug. 24, 1955. Although the urinary re- 
covery of a tracer dose immediately prior to therapy was 90%, the 
urinary excretion of I'*! after therapy was calculated to be 97%. 
Chest x-rays at this time showed no abnormality in the area of the 
isotopic localization. The patient was returned to duty with in- 
structions to continue thyroid medication and to report for further 
examination in six months. 


Case 2.—This 23-vear-old man entered Walter Reed Army 
Medical Center in March, 1955, with a history of a lump in his 
neck that he had first noticed the previous December. Surgery 


Fig. 4 (case 2 ee ( * 55) showing metastatic 
lesion in neck characterized by predominance of follicular form 
of adenocarcinoma. Note large colloid lakes in lower corners. 
Colloid shows tendency to undergo condensation and vacuola- 
tion. Areas of primary epithelial hyperplasia and papillary for- 
mations such as are seen in upper part are seen in all sections. 


was recommended in a military hospital, but the patient chose a 
civilian institution. The operation, a thyroidectomy and a radical 
dissection of the right side of the neck, was accomplished in 
February, 1955. On admission to Walter Reed Army Medical 
Center he had a well-healed scar trom the previous surgery. Two 
small, pea-sized nodules could be felt in the area normally occu- 
pied by the left thyroid lobe. A scintigram of the neck region re- 
vealed residual thyroid tissue in the area of the left thyroid lobe 
with extension toward the angle of the mandible (fig. 3). On 
April 1, 1955, a radical dissection of the left side of the neck was 
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performed, The pathological diagnosis was colloid-producing 
adenocarcinoma of the thyroid gland with metastasis to the cervi- 
cal lymph nodes (fig. 4). A scintigram obtained May 23, 1955, 
again showed a concentration of I'*' in the area normally occu- 
pied by the left thyroid lobe as well as at the angle of the man- 
dible. Further surgery was thought to be inadvisable, and ar- 
rangements were made for therapy with I'*', The 24-hour thy- 
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Kig. 5 (case 2).—Scintigram taken five months after thera- 
peutic dose of I'*'. No iodine-concentrating tissue apparent in 
neck region. 


roidal uptake two days prior to administration of the therapeutic 
dose was 29%. On July 20, 1955, 110 me. of I'*! was adminis- 
tered orally. The 96-hour urinary excretion of this dose was cal- 
culated to be $2.2. Therapy was without complication, and 
thyroid medication was begun several days later. 

The patient’s condition was reevaluated in December, 1955, 
after the patient had discontinued thyroid medication one month 
earlier. The physical findings in the neck were unchanged since 
the previous surgery. A scintigram of the neck region failed to re- 
veal any concentration of I'*' by functioning thyroid tissue in the 
neck area (fig. 5). No extrathyroidal concentrations of the radio- 
active material were noted during the body-scanning procedures. 
No metastatic lesions were seen in the chest x-ray or skeletal 
survey. 


Case 3.—This 25-year-old man entered Walter Reed Army 
Medical Center in July, 1955, with a history of a swelling in the 
left supraclavicular region that he had noticed five months earlier. 
This mass was at first attributed to laryngitis and later to an in- 
fected tooth. Because it persisted, he was transferred to Walter 
Reed Army Medical Center for diagnostic evaluation. Physical 
examination revealed a firm, nontender left supraclavicular nodu- 
lar mass measuring 2 by 2 by 2 cm. A biopsy of this mass was per- 
formed July 13, 1955. The pathological diagnosis was metastatic 
papillary adenocarcinoma of the thyroid | gland (fig. 6). A scinti- 
gram of the neck region obtained July 2 27, 1955 (fig. 7) revealed 
a diminished concentration of I'*' over the left thyroid lobe, de- 
spite the fact that a greater volume of thyroid tissue was palpable 
on the left. These findings were thought to be consistent with the 
presence of a focus of nonfunctioning thyroid tissue in the left 
thyroid lobe. 

On July 29, 1955, a total thyroidectomy and radical dissection 
of the left side of the neck were carried out. A colloid-producing 
adenocarcinoma was found in the left thyroid lobe (fig. 8). There 
were metastatic lesions in both the superficial and the deep cervi- 
cal lymph nodes. Studies with I'*' performed one month after 
surgery showed a 24-hour earn uptake of 6%. A scintigram of 
the neck region obtained Sept. 22, 1955, revealed two residual 
concentrations of I'*', The first was in the area normally occu- 
pied by the right thyroid lobe and the second at the junction of 
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the middle and lateral third of the clavicle on the left. There was 
no evidence of physical abnormality over the clavicle. A chest 
x-ray and skeletal survey failed to reveal any pathological le- 
sions. Because of the surgical inaccessibility of the presumably 
retroclavicular lesion, a therapeutic dose of LOT me. of I'°' was 
administered on Nov, 2, 1955. Figure 9 shows the scintigram ob- 


Fig. 6 (case 3).—Photomicrograph (x 50) showing mixture 
of papillary and colloid-producing follicular elements in meta- 
static node. Epithelium shows comparable degree of anaplasia, 
but pattern is in striking contrast to that in primary tumor. 
Colloid-producing follicular forms are most prominent in central 
portions of illustration. Follicles vary in size and there is a 
tendency for colloid to show vacuolation. Cluster of small round 
cells in the lower left represents lymphoid tissue. 


tained several days after this dose. The 96-hour urinary excretion 
was 80.9% of the dose. The paiient was later started on thyroid 
maintenance therapy and returned to duty. 

His next clinic visit was in March, 1956, at which time the 
scintigram revealed a small concentration of I'*! at the site of the 
retroclavicular lesion. The 96-hour urinary excretion of this dose 
was 94%. Because of the apparently small uptake, the patient re- 
ceived a series of injections of thyroid-stimulating hormone (10 
units daily) for five days prior to therapy. On March 7, 1956, 
112 me. of I'*! was administered orally. The 96-hour urinary ex- 
cretion of the administered dose was 92.2%. The patient resumed 
taking thyroid extract and was instructed to return in four months. 


Comment 


Diagnostic procedures employing I have been of 
considerable assistance in the evaluation of patients 
with carcinoma of the thyroid seen at this institution. 
The case reports presented here were chosen to illus- 
trate the benefits derived from routine studies as well 
as to depict some of the problems faced by the radio- 
therapist. Although use of I'*' was an acceptable form 
of therapy for these patients, we do not mean to imply 
that it is incicated in all patients with carcinoma of 
the thyroid. In the majority of these patients, com- 
plete surgical excision of the tumor will be possible. 
If complete surgical excision is not possible, the resi- 
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dual lesions frequently will not concentrate iodine in 
quantities sufficient for a therapeutic effect. Therapy 
with this isotope should not be attempted for any 
lesion that can be removed surgically. 

In cases 2 and 3, a functioning metastatic lesion was 
apparent several weeks after radical surgery. In case 1, 
the chest lesions were not discovered until one vear 
later. The concentrating ability of the tumor apparent- 
ly determines the effectiveness of the therapy. This is 
illustrated in case 2, in which complete obliteration of 
the functioning thyroid tissue was possible with a 
single therapeutic dose of I'"'. As can be seen in 
figure 4, the colloid-forming elements in this patient's 
metastatic lesions tend to be segregated into inter- 
mediate regions between areas of almost pure papil- 
lary formation. To say that complete obliteration of 
the functioning elements in this lesion represents 
eradication of the metastasis would be unwarranted. 
The real effectiveness of therapy with I'"' in such 
cases will not be known for many years. 

The photomicrographs in figures 6 and § show an 
interesting contrast in that the metastatic lesion has a 
more abundant colloid formation than did the primary 
tumor. Despite this fact, no evidence of extrathyroidal 
concentration of I'"' was apparent until after surgery 
on the thyroid. This serves to emphasize the fact that 
functioning metastatic lesions rarely manifest them- 
selves until after all normal thyroid tissue is removed. 
It is also unwise to predict the presence of exclusively 
nonfunctioning metastatic lesions on the basis of the 
presumed iodine-concentrating ability of the original 
tumor. As in case 3, the metastatic lesions do not 
necessarily have the same architectural configuration 
as the primary tumor. The only accurate method of 
assessing this phenomenon is by studies with I '*' per- 
formed at intervals after thyroidectomy. 


CEPHALAO 
i ‘ 
1 | ‘ Pee ath od ‘ 
| | pete be it ! 
RIGHT . SUPRASTERNAL NOTCH’ LEFT 
‘ 
‘ { i 
i 
‘ 
. ' 
TANGLE OF LOUIS! ‘ 
CAUDAD 


Fig. 7 (case 3).—Scintigram showing diminished concentra- 
tion of I'*' on left, although both thyroid lobes were approxi- 
mately equal in size. 


A frequent postoperative finding in these patients 
is the presence of a focus of iodine-concentrating 
tissue in the normal thyroid area. The decision as to 
whether this tissue should be attacked therapeutically 
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must be carefully considered. In this instance, the 
pathological type of the original tumor assumes great- 
er importance, particularly if the residual focus is 
located in an area from which a colloid-producing 
tumor has been removed. Under these circumstances, 
therapy with I '"' is indicated. In general, if the tumor 
is not of the functioning variety, no I'"' should be 
administered but scintigrams should be performed at 
six-month intervals to determine evidence of change. 

Evidence of concentration of I'"' in the region of 
the thyroid cartilage after thyroidectomy is another 
common finding. It appears so frequently after thyroid 
surgery for any cause that we regard it as entirely 
innocent and probably representing activation of a 
previously inert pyramidal thyroid lobe. This finding 
is considered to be the one exception to the dictum 
that any extrathyroidal iodine-concentrating tissue 
that does not represent direct extension of the thyroid 
gland is a metastatic carcinoma of the thyroid. Never- 
theless, we feel that serial scintigrams should be made 
tor evidence of change. 

Studies of the urinary excretion of 1 '*' can be help- 
ful in estimating the possible iodine-concentrating 


Fig. 8 (case 3).—Photomicrograph (x 55) showing pure 
papillary form predominating in primary tumor. There is marked 
epithelial hyperplasia demonstrated by piling up of epithelial 
cells in central portions of illustration. No follicular colloid- 
producing elements are seen. 


ability of metastatic lesions. This was particularly true 
in case 1, where determination of uptake of the lesion 
would have been impossible with an external counter. 
Since the radioactivity in the urinary tract is fairly 
considerable in the first 48 hours after administration 
of a tracer dose, total body scanning should not be 
carried out until several days after this dose has been 
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given. Some physicians have recommended the use 
of the thyroid-stimulating hormone for facilitating 
diagnosis and treatment of patients with carcinoma 
of the thyroid.* That these procedures can be per- 
formed while the patient continues his thyroid medi- 
cation is the advantage claimed. Our experience with 


CEPHALAD 
MIOLINE 


RIGHT SUPRASTERNAL NOTCH MIDLINE 


2 ANGLE OF LOUIS 


CAUDAD 


Fig. 9 (case 3).—Scintigram taken one month after total 
thyroidectomy and radical dissection of left side of neck, reveal- 
ing residual functioning tissue in area of right thyroid lobe as 
well as iodine-concentrating metastatic lesion at level of clavicle. 


the severe reaction in case 1, as well as with a similar 
reaction in a patient not reported here, has prompted 
us to restrict the use of thyroid-stimulating hormone 
to the preparation of patients with carcinoma of the 
thyroid for therapy with I'*'. We do not employ this 
drug for diagnostic procedures in these patients, al- 
though we presumably accomplish the same objective 
by allowing them to become hypothyroid for several 
weeks. 

Propylthiouracil, when administered in large doses 
after total thyroidectomy and for many months after- 
ward, has on occasion been shown to markedly in- 
crease the iodine-concentrating ability of some 
metastatic lesions.’ There have been instances in 
which it has induced iodine concentration in a metas- 
tasis that, on the basis of the classification of the 
primary tumor, would never be expected to develop 
such an ability.’ As the use of thyroid-stimulating 
hormone becomes more widespread, propylthiouracil 
will no doubt be used less frequently. We are con- 
templating its use in cases 1 and 3 if the previous 
therapeutic doses of I'"' have not completely oblit- 
erated the metastatic lesions. 


Summary 


A program of follow-up investigation with radio- 
active iodine (I'*') has been carried out in patients 
with carcinoma of the thyroid seen at the Walter Reed 
Army Medical Center. Unexpected metastatic lesions 
have been discovered and therapy instituted when no 
evidence of metastatic disease was apparent by other 
methods of examination. Although the patients in the 
reported cases were all suitable for therapy with 
1'”', the fact should be emphasized that surgery is the 
treatment of choice for both the primary tumor and 
the metastatic lesions whenever it can safely be car- 
ried out. 
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Dr. C. W. Delia reviewed the pathological material. 
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LYMPHOMAS IN 


FOUR 


SIBLINGS 


Marlin J. E. Johnson, M.D. 


and 


Clifford H. Peters, M.D., Bismarck, N. D. 


Malignant Ivmphomas are not uncommon, but mul- 
tiple cases in siblings are exceedingly rare. To our 
knowledge there have been only two families recorded 
with more than two siblings affected with malignant 
lvmphomas. Anderson ' in 1951 reported a family in 
which five of eight children were affected with acute 
leukemia. in 1953 Steinberg, Farber, and Downing * 
reported a family in which four of seven children were 
affected with acute leukemia or lymphoma. 

Evidence has been accumulating in recent vears to 
indicate that in general there is no genetic component 
of importance in the causation of acute leukemia.’ 
Perhaps the most striking evidence in favor of this 
conclusion is the result of Guash’s “ canvass of hema- 
tologists from all parts of the world. The physicians 
who responded to Guasch’s questionnaire had seen 
more than 2,500 cases of acute leukemia. No family 
was reported with three or more siblings affected ex- 
cept that previously recorded by Anderson.' Only 12 
families in which two siblings had acute leukemia 
were reported. In two of these families, the affected 
children were fraternal twins. It is interesting, also, to 
note that, among cight sets of identical twins, four 
were discordant (only one had the disease). Two of the 
cases of concordant sets (both twins had the disease) 
had been published previously, but none of the dis- 
cordant sets had been recorded. It is probable that 
other discordant sets of twins are known but not 
reported in the literature. Dameshek' in his report 
of leukemia in twins felt that an embryonic rest or 
anlage should be considered as a possible etiological 
factor. Lawrence and Goetsch’® in 1950 reported 500 
cases of leukemia, with evidence of leukemia in im- 
mediate or distant relatives in only three or four 
families. Cooke,’ in reporting acute leukemia in 2- 
year-old twins, cites Videbaek’s figures obtained from 
an investigauon of relatives of 209 patients with leu- 
kemia. Seventeen, or 8.1%, had one or more relatives 
with the disease. Videbaek added 13 families to the 
26 that had already been reported at that time (1947) 
as having more than one member affected. 


From the Department of Internal Medicine, Quain and Ram- 
stad Clinic. 

Read before the North Dakota Regional College of Physicians 
Meeting, Jamestown, N. D., Sept. 10, 1955. 


¢ The finding of three cases of acute leukemia and 
one of lymphosarcoma in a family of 12 siblings 
prompted this study of possible causation. Since no 
environmental cause could be identified, the likeli- 
hood of a genetic cause was investigated by con- 
structing a pedigree and attempting to determine the 
causes of death among the many relatives of the 
four patients. The possibility that a recessive gene 
was involved was especially considered because of 
the finding of evidences of consanguinity, including 
the fact that the parents were first cousins. 


During the years 1952 to 1954, we observed the 
development of three cases of acute leukemia and one 
case of lymphosarcoma in four siblings of a family of 
12. Three brothers, aged 24, 26, and 29, and one 
sister, aged 33, were affected. All have died. This 
family has been rather extensively studied from “the 
standpoint of herediiary and environmental factors 
that may have contributed to this tragic and unusual 
occurrence, 


Pedigree 


The pedigree of this family is presented in the 
figure. In the pedigree, married individuals are indi- 
cated by a connecting horizontal line. Generations are 
indicated by Roman numerals along the left margin. 
The offspring resulting from a marriage are listed ver- 
tically with the first-born child at the top of a column. 
Only individuals who are biologically related to the 
patients are identified by Arabic numbers. These num- 
bers are at the lower left of the individual symbols. 
The figure at the lower right of the symbol is the pres- 
ent age of the individual represented if living, or his 
age at death if dead. The dotted line extending below 
I-3 indicates that there are other children in this fam- 
ily who are not listed in the pedigree. The double line 
connecting the symbols for I[V-2 and IV-3 indicates 
that they are believed to be identical twins. 

The tour patients with leukemia and all the individ- 
ually indicated living relatives in the pedigree except 
[11-11 were interviewed directly (19) or by mail (6) to 
obtain the material for the pedigree. Death certificates 
and/or hospital records were obtained whenever pos- 
sible for all deceased individuals. Hospital records and 
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pathology reports were obtained for all major surgical 
procedures experienced by members of the family to 
check for malignancies that may have been unknown 
to those reporting. Only one of the individuals shown 
in generations I, Il, and III had a malignancy. In gen- 
eration II, individual 3 died of a carcinoma of the 
colon in 1955 at 87 years of age. In addition, a brother 
of II-2 and II-3 is known to have died of gastric car- 
cinoma at 55 years of age. In generation IV, only the 
four patients with leukemia have had a malignancy. 
The only other noteworthy item in the pedigree is 
that the grandmothers of the siblings are sisters and 
that unconfirmed evidence indicates that the grand- 
fathers were fourth cousins. This belief is supported 
in part by the fact that the grandtathers have the same 
unusual surname. The parents of the patients are, 
therefore, at least first cousins and possibly a bit more 
closely related because of the reported relationship 
of the grandfathers. Two questions arise at once con- 
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Pedigree of four siblings with Ivmphoma (as of June, 1954). 
Individuals H-3 and IV-6 died subsequently at the ages of S7 
and 34 respectively, 


cerning this pedigree: First, is the great frequency of 
acute leukemia in this family a chance phenomenon, 
and, second, if it is not, what caused it to occur? 
To answer the first. it is necessary to compute the 
probability of contracting acute leukemia by some 
given age. then to compute the probability of finding 
at least 4 affected individuals in a family of 12, and, 
finally, to estimate the probability of the occurrence 
of such a family among all families of 12 children 
each. Dr. Steinberg of the Children’s Cancer Research 
Foundation, Boston, has made such calculations tor 
us. He reports that the probability of at least 4 
affected children in a family of 12 occurring by chance 
is less than 5 in 10°; that is, about five chances in a 
billion. In other words, in each one billion families of 
12 children each, about five would be expected to have 
more than 3 children with leukemia. Even though this 
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family was selected precisely because it had multiple 
‘ases of leukemia, it is clear that, for it to have a 
reasonably high probability of occurring by chance, 
a far larger number of families of 12 children each 
than has existed since the beginning of the recorded 
history of man would have had to have been exposed 
to risk. It must be concluded that the concentration 
of acute leukemia in this family is not a chance phe- 
nomenon, 

We are confronted then with the second question: 
What has caused this extremely high frequency of 
acute leukemia to occur in this family? The members 
of this family were raised on a farm in North Dakota. 
The farm is still in the family’s possession. The pa- 
tients, as well as their parents and_ siblings, were 
questioned repeatedly concerning the use of chemical 
agents in the course of their farming. They reported 
the use of the rat poison warfarin, a coumarin deriva- 
tive causing death in rats through hemorrhagic phe- 
nomena; ethylmercuric chloride (Ceresan), used to 
prepare seed grain for planting; and various chloro- 
phenothane (DDT) sprays. These agents have been 
in general use by farmers in the area. This family 
does not appear to have used them in any but the 
usual ways employed by their neighbors. It does not, 
therefore, seem likely that the materials used on its 
farm were the cause of the leukemia in this family. 
This conclusion is strengthened when we consider 
that one of the patients was a woman and would have 
been less exposed to the chemicals than the men. 

Recently, convincing evidence has been published 
demonstrating that radiation may cause an increased 
incidence of leukemia in man. The exposure to radia- 
tion may have been over a long period of time or 
massive. U.S. government surveys have demonstrated 
isolated concentrations of uranium, and hence in- 
creased radiation, in various regions of North Dakota. 
Theretore, we had the amount of natural radiation on 
this family’s farm measured. The amount of radiation 
found was no more than in the area in general. A 
study of the incidence of lvmphomatous disease bv 
counties for the vears 1949 through 1953 was made 
from statistics furnished by the North Dakota State 
Department of Health. This showed no higher inci- 
dence of deaths from lymphomatous disease in the 
central North Dakota county in which this family 
was born and reared. The incidence for the state i. 
similar to that of the county. 


Report of Cases 


Case 1L.—A male, aged 26, was seen at the Quain and Ramst d 
Clinic on Dec. 8, 1952. He complained of a sore throat of approxi- 
mately two months’ duration. There was considerable morning 
expectoration but not much cough. He had been a heavy smoker. 
General physical examination was negative except for a tew 
shotty cervical nodes. The liver and spleen were not palpable. 
The hemoglobin level was 12.8 gm. per 100 cc., and the white 
blood cell count was 2,100 per cubic millimeter, with polymor- 
phonuclear neutrophil leukocytes, 27%; band cells, 1%; basophils, 
2%; and lymphocytes, 70%. The agglutination test for heterophil 
antibodies was negative. The chest x-ray showed no definite 
mediastinal nodes, although the hilar shadows appeared to be 
somewhat enlarged. There was also some enlargement of the 
left ventricle, but there was no essential change from that shown 
by a film taken in January, 1951. 
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History.—In 1930, the patient had had cervical adenitis due to 
an abscessed tooth. In 1941, he had had acute appendicitis with 
peritonitis, and an appendectomy and drainage of a peritoneal 
abcess were done. In 1944, the patient had had lymphangitis in 
the left arm; in 1945, eczematoid dermatitis of contact origin of 
both wrists; in 1947, herpes zoster affecting the right lumbar 
area; and in 1951, mild epiphysitis of the thoracic spine. During 
the period from 1930 until the onset of the present illness, the 
hemoglobin level had ranged from 15 to 16.3 gm. per 100 cc., 
and the white blood cell count from 7,400 to 8,100 per cubic 
millimeter. The patient was seen in September, 1952, because of 
headache, vertigo, and a slight cough. Examinations at that time 
were negative. The white blood cell count was 3,300 per cubic 
millimeter, with polymorphonuclear neutrophil leukocytes, 47%; 
metamyelocytes, 2%; basophils, 3%; lymphocytes, 46%; and mono- 
cytes, 2%. Examinations of the blood smear showed mild hypo- 
chromia and anisocytosis. There was no evidence of leukocytic 
immaturity, but the platelets appeared to be reduced in number. 
The hemoglobin value was 12.9 gm. per 100 ce. 

Course.—From December, 1952, until the patient’s death, he 
was seen at intervals of one week to 10 days. His total white 
blood cell count ranged from 1,800 to 3,000 per cubic millimeter, 
and the differential counts revealed predominantly mononuclear 
cells, including atypical monocytes. Lymph nodes remained 
quite small throughout the patient's illness. He suffered repeated 
bouts of infection with abscessed teeth, pharyngitis, stomatitis, 
and ulceration of the mucous membrane of the mouth. There 
were two episodes of pneumonic infiltration of the lungs with 
fever. He also developed folliculitis of the nares with much 
crusting. During this period, the patient was treated with blood 
transfusions and antibiotics. His hemoglobin level varied from 
9 to 10 gm. per 100 cc. and the platelet count from 50,000 to 
150,000 per cubic millimeter. 

In May, 1953, the patient was seen at the Thomas Henry 
Simpson Memorial Institute for Medical Research at Ann Arbor, 
Mich. Their report was as follows: Patient appeared quite pale, 
but was in no acute or chronic distress. There was no evidence 
of bleeding tendency. The chest and heart were normal. The 
spleen could just be felt below the left costal margin, and there 
was no sternal tenderness. Urinalysis, a tuberculin test, and stool 
examinations were negative on several occasions, The hemo- 
globin level on admission was 8.4 gm. per 100 cc.; red blood cell 
count, 3 million per cubic millimeter; hematocrit 29%; 
mean corpuscular volume, 97 cubic microns; mean corpuscular 
hemoglobin concentration, 29%; sedimentation rate, 11 mm. 
per hour; and white blood cell count, 1,600 per cubic 
millimeter, with a differential leukocyte count showing blasts, 
16%; neutrophils, 12%; large lymphocytes, 44%; small lymphocytes, 
20%; and monocytes, 8% (50 cells were counted ). The blast cells 
were large, primitive monocytoid forms. Sternal marrow was 
obtained with ease; there were small clumps. A few megakaryo- 
cytes were present. The majority of cells were primitive mono- 
blasts with finely dispersed nuclear chromatin and prominent 
nucleoli. The most striking feature was the predominance of 
erythropoiesis that was definitely young in character and perhaps 
somewhat megaloblastoid. Platelets in the peripheral blood were 
normal. The Kahn test was negative. The value for serum uric 
acid was 4.2 mg. per 100 cc. and for total serum bilirubin 0.6 
mg. per 100 cc.; no antibodies were demonstrated in the patient's 
serum, X-ray of the chest was negative. He was placed on a 
regimen of mercaptopurine, 150 mg. daily for a period of seven 
days. During this time the patient developed an acute pharyn- 
gitis with coagulase-positive Micrococcus pyogenes var. aureus 
and Pseudomonas aeruginosa, Multiple antibiotics were tried. 
The infection finally responded to oxytetracycline (‘T ‘amycin ) 
hydrochloride given intravenously. There was no. significant 
change in the patient’s blood values while he was taking the 
mercaptopurine. At that time he was placed on cortisone therapy, 
300 mg. daily by mouth, which was decreased over a period of 
five days to a maintenance dose of 100 mg. daily. He received 
multiple blood transfusions and antibiotics. The patient’s con- 
dition was diagnosed as subacute monocytic leukemia of the 
histiomonocytoid type. 

After the patient’s return from Michigan, his condition steadily 
deteriorated, requiring frequent hospitalizations and blood trans- 
fusions. Prior to death he developed hemorrhagic episodes with 
epistaxis and multiple petechial hemorrhages throughout the 
trunk and extremities. His total white blood cell count dropped 
to 700 per cubic millimeter and the platelet count to 20,000 
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per cubic millimeter. Terminally, he developed pleural effusion 
with marked, apparently leukemic, infiltration of both lung 
fields. He died on Oct. 20, 1953. 

Autopsy.—Autopsy was performed on Oct. 21, 1953. The report 
described the body as that of a well-developed but undernour- 
ished and emaciated male, 26 years of age. Numerous petechiae 
and ecchymotic extravasations were found throughout the skin 
area, and there was moderate abdominal distention. A few small 
nodes were palpable in the posterior cervical chain of lymph 
nodes, but otherwise there was no gross evidence of generalized 
lymphadenopathy. The skin was slightly icteric. The extremities 
were without abnormality. The chest and abdomen were opened 
in the usual manner. Numerous petechiae were found in the 
parietal pericardial layer as well as the epicardium. The heart 
was small, weighing 240 gm. (8.5 0z.). On section the myo- 
cardium showed no evidence of old or recent infarction, The 
cardiac chambers were free of thrombi or emboli. The aortic 
and mitral valves were both freely movable and the tricuspid 
and pulmonary valves were within normal limits. The root of the 
aorta was free of atheromatous plaquing, and the coronary 
arteries were smooth and flexible. : 

The right lung weighed 390 gm. (13.75 oz.), and the left 
lung weighed 310 gm. (11 oz.). There was about 100 cc. of 
blood-tinged fluid in each pleural cavity. Both lungs had firm 
but rather poorly defined infiltrations throughout all lobes. On 
section these infiltrations appeared to be areas of infarction in 

various stages of recovery. Some infarctions were typically red, 
while in others necrosis and organization predominated, There 
was a moderate amount of hypostatic congestion present. The 
pleural cavities were free of adhesions. The bronchial system 
was dissected bilaterally and showed no evidence of bronchi- 
ectasis or tumor. The pulmonary vascular system was bilaterally 
clear. There was no hilar adenopathy, and the lymph nodes of 
the mediastinum appeared to be of normal size. 

The liver was moderately enlarged, weighing 2,210 gm. 
(4 lb. 14 0z.). Glisson’s capsule was smooth and_ glistening. 
There were scattered, irregular nodular infiltrations throughout 
all lobes of the liver. On section, these areas presented a yellow- 
ish-grey surface. The uninvolved liver parenchyma, however, 
had a relatively normal architecture. The gallbladder was normal 
in size and shape and contained “ho stones. The biliary duct 
system was clear, and the ampulla of Vater was patent. The 
spleen was considerably enlarged, weighing 420 gm. (14.2 oz. ). 
It was firm in consistency, and on the capsular surface there were 
scattered, irregular, fairly well-defined deep-red areas of dis- 
coloration. On section, these areas proved to be wedge-shaped 
areas of infarction. The cut surface presented a rather glazed, 
shiny appearance, and minimal scrapings were obtained. It was 
difficult to see any Malpighian corpuscles on gross inspection. No 
accessory spleens were noted, 

The pancreas was very firm and well lobulated. It appeared 
to be of normal size and shape. Both adrenal glands appeared 
grossly to be within normal limits. The right kidney weighed 
150 gm. (5.29 oz.) and the left kidney 140 gm. (5 oz.). The 
capsules of either kidney were stripped with case. The cortical 
surface was smooth. On section the cortical medullary distinction 
was well demarcated. The pelves, the ureters, and the bladder 
were clear. The stomach was opened and showed no evidence of 
ulceration or tumor. The mucosa, however, presented widely 
scattered, pinpoint hemorrhages. The esophagus was clear. The 
rem 1inder of the gastrointestinal tract, except for a few mucosal 
petechiae, was not remarkable. There was no mesenteric or 
retroperitoneal lymphadenopathy. 

Histological examination of the bone marrow showed the 
marrow structure to be completely replaced by immature mono- 
nuclear cells, which are morphologically compatible with 
monoblasts and their successors. The cells were characterized by 
having lobulated, infolding, irregularly shaped nuclei containing, 
as a rule, several prominent nucleoli. The cytoplasm was rela- 
tively sparse and showed variable granulation. Scattered 
reticuloendothelial cells were also present. No granulocytes nor 
megakaryocytes were seen. 

The myocardium had a relatively normal structure except for 
slight interstitial edema. There was no evidence of old or recent 
infarction. Examination of sections taken from both lungs dis- 
closed numerous infarctions in varying phases of development. 
Most of them presented a completely necrotic structure, with 
only the ghost outline of the normal cellular architecture re- 
maining. The areas of infarction were zoned peripherally by 
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scattered mononuclear cells and a very few polymorphonuclear 
neutrophil leukocytes. There was moderate congestion in this 
area also, Scattered throughout the lung parenchyma were rather 
small groupings of immature mononuclear cells similar to those 
that were found in the bone marrow, 

Histological examination of the liver showed numerous areas 
of necrosis containing only the ghost outlines of the hepatic cells. 
These areas also contained scattered mononuclear cells and a 
few polymorphonuclear neutrophil leukocytes at their periphery. 
They probably represented areas of infarction that were grad- 
ually undergoing recovery. A few small focal collections of im- 
mature monocytes were also present in the liver parenchyma. 
These collections were particularly prone to be in the area of 
the portal triads. Examination of the spleen showed large red 
areas of infarction characterized by complete obliteration of the 
splenic architecture by densely packed erythrocytes. In some 
areas there was a beginning of organization of these infarcts. 
The splenic parenchyma contained numerous scattered groups of 
immature monocytes. As a rule, however, the Malpighian cor- 
puscles remained clearly discernible although widely separated. 

Histological examination of the pancreas showed it to be 
within normal limits. The adrenal glands were not remarkable. 
Examination of the kidneys showed a relatively normal structure. 
There were a few pigmented casts, however, in some of the 
collecting tubules. 

Subleukemic monocytic leukemia was found to be the cause 
of death. Other findings included multiple infarctions of the 
lungs, liver, and spleen; splenomegaly and hepatomegaly; im- 
mature monocytic infiltration of the bone marrow, liver, lungs, 
and spleen; generalized petechial hemorrhages into the skin and 
serous membranes; icterus; and cachexia. 

Cast 2.—A 24-year-old male examined on April 29, 1952, com- 
plained of having had a swelling in the left side of the neck for 
two months. The swelling was just above the collar bone. For 
one week there had been some pain in the left anterosuperior 
area of the chest. The patient’s history otherwise included only 
minor illnesses. Physical examination revealed a well-nourished, 
well-developed male 5 ft. 11.5 in. (180.3 cm.) tall weighing 
168 lb. (76.2 kg.). Examination of the neck revealed a mass in 
the left supraclavicular region that was fixed, about 3 by 5 em. 
in size, with one satellite node measuring | by 2 cm. about 3 cm. 
above it. The main mass extended along the chain of anterior 
cervical lymph nodes and was hard and slightly nodular, A small 
mass just palpable deep in the right supraclavicular region was 
not movable. Other findings of the physical examination were 
normal; there was no other adenopathy and the liver and spleen 
were not palpable. The hemoglobin level was 13.1 gm. per 100 
ce. and the white blood cell count 5,600 per cubic millimeter. 
Urinalysis was negative. An x-ray of the chest revealed a soft- 
tissue mass in the left supraclavicular region. There was another 
soft-tissue mass extending to the right from the superior medi- 
astinum with a very small mass extending from the left superior 
mediastinum. 

A tentative diagnosis of lymphoma was made, and the patient 
was referred to the Mayo Clinic, where he was seen by Dr. A. B. 
Hagedorn. As reported by Dr. Hagedorn, a biopsy of the lymph 
node in the left supraclavicular region revealed a lymphosarcoma 
of the small round-cell type. A course of x-ray therapy was given, 
with complete subsidence of the left supraclavicular mass. The 
right superior mediastinum was also treated because of the wid- 
ened area there. The patient was again seen in September, 1952, 
at which time he complained of an ache in the midthoracic 
region and some swelling in the right supraclavicular region. 
Examination at that time revealed several lymph nodes in the 
right supraclavicular area. There was no other adenopathy, and 
the spleen and liver were not palpable. Urinalysis was negative. 
The hemoglobin level was 12.4 gm. per 100 cc., and the white 
blood cell count was 6,600 per cubic millimeter. An x-ray of the 
thoracic area of the spine was negative, and the superior medi- 
astinum was not as wide as in the previous x-ray. ‘lhe patient 
was sent to the Mayo Clinic and received x-ray therapy to the 
thoracic spine because of the symptoms of pain in this area. There 
Was no x-ray evidence of a spinal lesion. 

In January, 1953, the patient was somewhat weak and 
dyspneic and had pain in the left flank area, Physical examination 
revealed a markedly pale patient with a mass in the right supra- 
clavicular region. Examination of the mucous membranes was 
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negative. The liver and spleen were not palpable. The hemo- 
globin value was 8.3 gm. per 100 cc.; the platelet count was 
30,000 per cubic millimeter. The clotting time was four minutes 
and bleeding time six minutes. The white blood cell count was 
1,200 per cubic millimeter. The patient was referred to the Mayo 
Clinic. Their laboratory findings were essentially the same as 
ours. A bone marrow aspiration showed the marrow to be very 
hypocellular with depression of ati cell lines. There were only 
rare megakaryocytes. The patient was treated with blood trans- 
fusions and penicillin. 

From this time on the patient continued to have a pan- 
cytopenia with a white blood cell count ranging from 275 to 
1,000 per cubic millimeter, with lymphocytes predominating and 
no blast forms seen. The patient developed hemorrhages from 
the nose and gums and had severe oral and pharyngeal infections 
from time to time. A massive pleural effusion appeared on the 
left side and was treated with aspiration. The patient became 
progressively worse and died on April 20, 1953. 

Autopsy.—The autopsy report of April 21, 1953, was as fol- 
lows: The body was that of an undernourished, rather cachectic, 
but well-developed male, 26 years of age. Numerous petechial 
hemorrhages and scattered areas of ecchymosis were present over 
the thighs, abdomen, thorax, and upper arms. No evidence of 
icterus Was present in the skin or sclera. There were several 
slightly enlarged discrete lymph nodes palpable in the right an- 
terior cervical chain. The inguinal nodes were bilaterally pal- 
pable. Otherwise no generalized superficial lymphadenopathy 
was discernible. 

The chest and abdomen were opened in the usual manner. 
The heart, of normal size and contour, weighed 280 gm. (10 0z. ). 
A few cubic centimeters of straw-colored fluid was present within 
the pericardial cavity. There were scattered areas of petechial 
hemorrhage in both the visceral and parietal pericardium. The 
myocardium was rather flabby in consistency but showed no evi- 
dence of old or recent infarction. The cardiac chambers were free 
of thrombi or emboli. The mitral and aortic valves were both 
treely movable. The coronary orifices were patent, and the coro- 
nary arteries were smooth and flexible throughout. The right lung 
weighed 470 gm. (1 Ib. 0.5 0z.) and was quite heavy and 
edematous, Normal crepitations were absent. There were a nuimn- 
ber of dense fibrous adhesions (apical). About 50 cc. of straw- 
colored fluid was within the pleural cavity. On section the lungs 
showed scattered bronchopneumonic infiltrations, particularly in 
the dependent portions. The bronchial system was dissected and 
showed no evidence of bronchiectasis or tumor, The pulmonary 
vascular system was clear. On the left the thoracic cavity was 
completely filled with bloody fiuid. The left lang was complete.s 
collapsed. It had a subbery consistency and on section was of a 
dark, purplish-red coior. There were scattered enlarged, firm, dis- 
crete lymph nodes throughout the superior anterior mediastinum. 
The bone marrow, grossly, had a very dry appearance and re- 
sembled cancellous bone. The liver was enlarged and weighed 
2.400 gm. (5 Ib. 4.62 oz.). On section it presented a rather ho- 
mogeneous beige surface. The normal markings were seen with 
difficulty. Glisson’s capsule was smooth and glistening, expect for 
a few scattered petechial hemorrhages. The gallbladder was free 
of stones and the bilary tree was clear. The spleen was markedly 
enlarged, weighing 550 gm. (1 Ib. 3.5 0z.). On section it had 
a homogeneous-appearing greyish-red surface. The normal mark- 
ings were not discernible. No accessory spleens were noted. 
Abundant scrapings were obtained. The adrenal glands appeared 
grossly to be within normal limits. The pancreas was firm, fleshy, 
and well lobulated. 

The right kidney weighed 110 gm. (4 0z.), and the left kidney 
weighed 100 gm. (3.5 0z.). On section the cortical medullary 
pattern was distinct. The pelves, the ureters, and the bladder 
were clear. The prostate gland was enlarged. There was exten- 
sive enlargement of the lymph nodes from the celiac axis to the 
bifurcation of the aorta. All these nodes were matted into a large 
continuous mass. The mesenteric nodes were enlarged and mat- 
ted together so that the normal anatomic structure of the mesen- 
tery was completely distorted. On section the nodes throughout 
this area presented a hemorrhagic greyish-white surface showing 
numerous areas of necrosis. 

The stomach was opened and showed no evidence of ulcera- 
tion or tumor. The remainder of the gastrointestinal canal ap- 
peared to be without abnormality, except for considerable 
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hypertrophy of the lymphoid areas of the terminal portion of 
the ileum. There were scattered petechial hemorrhages through- 
out both the parietal and visceral peritoneum. 

Histological examination of numerous lymph nodes presented a 
similar picture. There was complete destruction of the normal 
architecture by small-cell lymphocytic proliferation and extensive 
invasion of the capsular areas. Numerous areas of hemorrhage 
and necrosis were also in evidence, Fibrosis was minimal. No 
Sternberg cells were found. Sections from the left lung showed 
complete atelectasis. Sections of the right lung showed scattered 
bronchopneumonic foci and congestion of the alveolar capillaries. 
Many of the alveolar spaces containet a thin, pink-staining 
homogeneous exudate. 

Examination of the heart showed the myofibrils to be within 
normal limits. There appeared to be a slight interstitial edema. 
No evidence of recent infarction was noted, Examination of the 
liver showed scattered foci of small, immature lymphocytes. 
These were congregated in the more peripheral areas of the 
lobules. There was congestion of the central lobular veins, On 
examination the spleen showed almost complete replacement of 
the splenic architecture by proliferating small lymphocytes. The 
Malpighian corpuscles were not discernible as such, The pancreas 
and adrenal glands appeared to be within normal limits. The 
kidneys showed marked congestion of the peritubular plexus. 
No lymphocytic infiltrations were noted in this organ, The 
parenchymal structure was within normal limits. 

The cause of death was found to be lymphocytic lymphosar- 
coma involving primarily the abdominal lymph nodes, with 
hemothorax on the left, complete atelectasis of the left lung; 
bronchopneumonia, pulmonary congestion, and edema of the 
right lung; Iyvmphosarcomatous infiltration of the liver and 
spleen; and aplasia of bone marrow. 


Case 3.—A 29-year-old male was first seen at the Quain and 


Ramstad Clinic on June 28, 1952. He had had a cold for the 


previous week, was tired and exhausted, and had generalized 
aches and pains, with some slight fever. Examination revealed 
slight pharyngitis and no adenopathy. The entire general phys- 
ical examination was normal, The urinalysis showed 1+ albumin, 
a few red blood cells, and a few pus cells. The hemoglobin level 
was 13.8 gm. per 100 cc. and the white blood cell count 12,800 
per cubic millimeter. 

The patient was again seen on July 5, 1952, complaining of 
pain in the lower left quadrant and of continued weakness. 
Physical examination revealed the spleen to be enlarged approxi- 
mately 8 em. below the left costal margin. There were numerous 
petechiae present over the trunk and extremities. The hemo- 
globin level was 12.4 gm. per LOO cc. and white blood cell count 
20,800 per cubic millimeter, the differential smear showing 
polymorphonuclear neutrophil leukocytes, 28%; lymphocytes, 
50%; monocytes, 7%; basophils, 12%; and eosinophils, 2%. The 
platelet count was 40,000 per cubic millimeter; bleeding and 
clotting time were normal. Urinalysis was negative. A chest 
x-ray showed a mass extending out from both hilar areas of the 
mediastinum. Bone marrow examination showed the myeloid- 
erythroid layer to be equal to 34%. Stained smears showed a 
marked lymphoid picture, with numerous lymphoblasts and 
prolymphocytes. Mature lymphocytes were prominent. Mega- 
karyocytes and megakaryoblasts were more numerous than nor- 
mal. The erythroid and myeloid elements were fairly well 
crowded out. Agglutination tests for typhoid H and O antigens, 
paratyphoid A and B, brucellosis, and Proteus vulgaris X19 
were all negative. The heterophil antibody test was negative. 
Kahn and Wassermann tests were negative; the blood urea 
value was 40 mg. per 100 cc. A peripheral blood smear showed 
definite immature blasi forms. 

The patient was placed on cortisone therapy and given multi- 
ple blood transfusions. His condition deteriorated rapidly, with 
marked hemorrhagic phenomenon and marked enlargement of 
the spleen. The family decided to have further consultation, and 
the patient was moved by automobile against our advice. He 
died en route on July 23, 1953. Consequently, no autopsy was 
performed. His condition had been diagnosed as acute lympho- 
cytic leukemia. 

Case 4.—A 33-year-old female seen at the Quain and Ram- 
stad Clinic on Oct. 14, 1954, complained of exhaustion, ecchy- 
mosis of the skin and the lower extremities, and swelling and 
hemorrhage of the gums. She had had these symptoms for the 
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previous two weeks and had been examined at the Mayo Clinic 
during the previous week, where a diagnosis of monocytic 
leukemia had been made. 

History.—The patient’s history included various diseases and 
complaints: in 1941, influenza: in 1942, sterility, menorrhagia, 
and left ovarian cyst; in 1945, pain in the right abdomen, with 
performance of oophorectomy and salpingectomy on the right 
and subsequently, at the Mayo Clinic, removal of a tumor of the 
spinal cord that was apparently benign and left no residual effect; 
in 1947 and 1948, menorrhagia and incomplete abortions (pa- 
tient seen at Quain and Ramstad Clinic ); and in 1952 a hysterec- 
tomy was performed. The pathologist's report contained findings 
of leiomyoma, with the endometrium in the proliferative phase, 
leukoplakia of the cervix, and fibroma of the right ovary. 

This patient’s hemoglobin level, white blood cell count, and 
differential count had been normal during all this period. The 
last complete blood study done betore the present illness was on 
April 23, 1953, in which the hemoglobin level was 12.8 gm. per 
100 ce. and the white blood cell count was 11,000, with lympho- 
cytes, 19%; myelocytes, 78%; monocytes, 2%; and basophils, 1%. 
The patient was seen as recently as July 22, 1954, at which time 
she complained of general fatigue, which previously had been 
a frequent symptom, and headaches. At that time x-ray of the 
sinuses revealed bilateral antral sinusitis and the hemoglobin 
value was 12.8 gm. per 100 cc. A white blood cell count was not 
done. The general physical examination at that time was nega- 
tive. No enlargement of the spleen was noted, and no petechiae 
were seen. 

Course.—A_ general physical examination in October, 1954, 
showed numerous petechiae and hypertrophied, hemorrhagic 
gums. The spleen was palpable 2 fingerbreadths below the 
costal margin; the hemoglobin level was 10.8 gm. per 100 cc.; 
the red blood cell count was 3,420,000 per cubic millimeter; 
and the white blood cell count was 6,300. The differential count 
was lymphocytes, 19%; monocytes, 40%; neutrophils, 16%; eosino- 
phils, 2%; basophils, 1%; myelocytes, 2%; progranulocytes, 3%; 
blast cells, 12%; atypical lymphocytes, 2%; and promonocytes, 5%. 
The platelet count was 33,000 per cubic millimeter. Chest x-rays 
were negative. The patient was treated with transfusions, local 
\-ray treatment to the gums to relieve the hemorrhage and o0oz- 
ing, which was a marked symptom, and other symptomatic 
therapy. She became gradually worse and died on Dec. 10, 1954. 
Permission for autopsy was not granted. The patient’s condition 
was diagnosed as monocytic leukemia. 

Comment 

We have been unable to discover any environmental 
agent that can be invoked to explain the occurrence of 
four cases of acute leukemia in this family. The failure 
to find such agents does not mean, of course, that they 
do not exist. If they do exist, we are still confronted 
with the necess.ty for explaining why some of the chil- 
dren contracted leukemia while the others did not. 

There is evidence to suggest that in this family hered- 
itv may play an important role in determining suscep- 
tibility to acute leukemia. It is a weil-known genetic 
fact that among the parents of individuals suffering 
from a rare disease due to a recessive gene the fre- 
quency of consanguineous marriages is greater than it 
is among the general population. The rarer the disease, 
the greater the frequency of consanguinity among the 
parents of those afflicted with the disease. We have 
already indicated that the parents of these patients are 
first cousins. We do not know the frequency of mar- 
riages between first cousins in North Dakota. Such 
marriages must be rare, however, because North Da- 
kota prohibits marriages of first cousins by law. It is 
suggestive also that two of the three families known 
to have at least three children affected with acute leu- 
kemia are the result of consanguineous marriages. 
Anderson reported that the parents of the children in 
the pedigree that he published were not related, but 
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the parents of the three children with acute leukemia 
and one with lymphosarcoma in the unpublished pedi- 
gree studied by Steinberg, Farber, and Downing are 
second cousins. The uniform age of onset and the simi- 
lar, rapidly progressive nature of the disease in these 
patients suggests a genetic factor. 

Twenty-nine of the patients’ first cousins were raised 
in the same county or in counties adjacent to the one 
in which the patients were raised. These cousins were 
the offspring of III-1, 2, 6, 11, 18, 19, and 20, and none 
of the cousins had suffered a malignancy of any sort. 
None of the cousins were the offspring of consanguine- 
ous marriages. These observations lend further support 
to the hypothesis that recessive genes determine sus- 
ceptibility to leukemia in this family and in the two 
other families that have suffered multiple cases of 
acute leukemia. 

Summary 


Four siblings in a family of 12 had acute lymphomas. 
Geographical location, exposure to chemicals, and ex- 
posure to naturally occurring radioactivity were pos- 
sible etiological factors considered. However, there 
was insufficient evidence to support their plaving a 
part. The pedigree of this family was investigated and 
consanguinity noted. The incidence of malignancies 
in the other generations was low. We believe these 
cases present evidence of a genetic component as a 
cause for leukemia in this family. 

221 Fifth St. (Dr. Johnson ). 
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Dr. A. G. Steinberg, Children’s Cancer Research Foundation, 
Boston, aided in collecting and analyzing the statistical material 
and in preparing this report. 
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SUITABLE CONTROLS IN 
Waltman Walters, 


I was fortunate, | believe, to have entered the 
Mavo Foundation as a fellow in medicine. During 
this fellowship period, at Dr. Rowntree’s suggestion, 
I spent six months in the physiological chemistry 
laboratory learning methods, in order to apply them 
to research problems. After transferred from a 
medical fellowship to a surgical fellowship, Dr. W. |. 
Mavo suggested that | spend some time in the labora- 
tory of experimental surgery working under the direc- 
tion of Frank Mann and his associates. In both 
laboratories, | worked on various problems, some in 
association with Leonard Rowntree and some with 
Jesse Bollman. In the surgical experimental laboratory 
Bollman and I with others carried out several studies 
on problems that | had encountered in my surgical! 
work. Among these were studies on the toxic effect of 
biliary, pancreatic, and duodenal fistulas and on the 
displacement and rotation of the liver from the ac- 
cumulation of blood or fluid above it. Mann and I 
performed hepatectomies while studving liver func- 
tion and duodenal transplants to the ileum (Mann- 
Williamson experiment) while studving peptic ulcer. 


From the Section of Surgery, Mayo Clinic and Mayo Founda- 
tion. The Mayo Foundation is a part of the Graduate School of 
the University of Minnesota. 

Chairman’s address, read before the Section on Surgery, Gen- 
eral and Abdominal, at the 105th Annual Meeting of the Ameri- 
can Medical Association, Chicago, June 13, 1956. 


SURGICAL INVESTIGATIONS 
M.D.. Rochester, Minn. 


* Clinical investigations, in order to yield convinc- 
ing results, must be planned so that they will involve 
comparisons between two groups alike in every re- 
spect excepting the one factor to be studied. The six 
unities recommended by Albritton should be ob- 
served; the two groups should be as nearly as pos- 
sible alike as to time, place, materials, procedure, 
personnel, and attitudes. A report of the beneficial 
effects of any operation for peptic ulcer should have 
allowed a follow-up period of more than five years. 
Biliary intestinal anastomosis for stricture of the bile 
ducts that contract sufficiently well produces jaundice 
regardless of whether a biliary duodenai or a biliary 
jejunal anastomosis is made. New operat ons cannot 
be compared safely with old operatic’s enough 
years have elapsed to reveal delayed effects. Recent 
improvement in preoperative care, in anesthesia, and 
in the postoperative use of antibiotics, electrolytes, 
water, and blood transfusion give an apparent ad- 
vantage to any new type of surgery. It is better to 
run series of older and newer types of operation 
contemporaneously (unity of time). Attention to the 
design of investigations is as important in surgery as 
in laboratory experimentation. 


The effect of this work in the experimental labora- 
tory was projected into the field of my clinical sur- 
gery. As a result, my colleagues and I were among 
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the first to use dextrose solutions intravenously for 
certain liver distugbances, especially those associated 
with jaundice. Also after studying the effects of cal- 
cium chloride solution injected intravenously into 
dogs, we began to give it to jaundiced patients prior 
to operations to reduce the bleeding tendency, It 
did not do nearly as well as vitamin K, but it helped 
for a time before vitamin K was available. I have 
mentioned this early training because a period of 
laboratory research has become almost routine in 
present-day fellowship or residency programs. 

The same careful planning and _ rational analysis 
that are used in a laboratory experiment and in con- 
trolling it should be used in the planning, control, and 
analysis of surgical problems and in the evaluation 
of results of the surgical treatment. The results of a 
laboratory experiment, study, or clinical surgical in- 
vestigation should be recorded. If they are worthy of 
publication in a medical or surgical journal, the paper 
should be constructed so that the reader has no doubts 
about them. In addition, the paper should be interest- 
ing to read. This means that each paragraph must be 
considered in its relation to the paper as a whole and 
that each sentence should be caretully composed. 


Need for Suitable Controls 


Suitable controls are necessary in all investigations. 
Only too frequently an earnest and scientifically minded 
surgeon will have good ideas and carry them through, 
but in his enthusiasm he will fail to recognize that a 
longer period of study, in a larger number of cases 
than he has, would give him a truer view and act 
as a control for his enthusiasm. Others may have 
similar ideas and vet obtain results that differ from 
his own because they have studied for a longer period 
or after more careful planning. Hence a broad review 
of the literature covering the subject under investiga- 
tion should be made in the library. From this review 
the surgeon can determine whether his problems are 
similar to those presented in the literature with re- 
gard to the location, size, and type of lesion; the sex 
of the patient; the duration of follow-up; and the 
many other important factors that enter into the 
evaluation of medical and surgical therapy. It also 
should suggest to him that some of his observations 
may not be comparable with others he has made be- 
cause some essential factor has not been considered. 
Thus the review of the literature is an important 
control and should be observed. 

Albritton ' has recently written an excellent article 
on medical research. He listed six unities of measure- 
ment—time, place, material, procedure, personnel, and 
mental attitude—that should be observed in order to 
collect comparable data. These unities are most im- 
portant. Reading and study of his article are strongly 
recommended. 

In evaluating the results of any surgical procedure, 
I have been impressed particularly by the need of the 
passage of three or, better, five years after the opera- 
tion. This is especially true if the surgical procedure 
is a new one or a modified old one. If the latter, it is 
well to know also in what important respect it differs 
from the original one, and how the modification ac- 
complishes more than the original procedure does. 
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This is particularly true in the fields of gastric and bili- 
ary surgery in which surgical lesions drastically change 
not only the functioning of the viscus but that of the 
entire body as well, as do the surgical procedures 
used in their treatment. | have mentioned some of the 
most important controls; there are others, but these 
come first. 


IHustrations from Gastrointestinal 
and Biliary Surgery 


| have chosen to illustrate my thesis that attention 
to controls is necessary in surgical investigation by 
discussing some of the newer developments in the 
surgical treatment of certain lesions of the gastro- 
intestinal and biliary tracts. | have been interested in 
these two fields of surgery for more than 35 vears, 32 
of them | have spent as a surgeon. The data to be 
presented will, | believe, speak for themselves. In 
many of these the enthusiasm engendered by short- 
term results has changed after a lapse of three to 
five vears. In some respects these later results were 
similar to those of former studies or followed the 
pattern indicated in the experimental laboratory. 

Vagotomy.—The first example that comes to mind 
is vagotomy in the treatment of duodenal ulcer. This 
was used by Latarjet and Pauchet in France in 1922 
and by Pieri and Tanterna in Italy in 1930 and dis- 
carded by them because of the results. Latarjet in 
commenting on these results stated that Greggion 
was able to produce a high incidence of gastric ul- 
cerations in rabbits by denervating their stomachs 
and adding food with a high fibrous content. Gastric 
denervation has led also to gastric ulcerations in man 
and, therefore, use of vagotomy alone has been aban- 
doned in the treatment of duodenal ulcer. Other 
laboratory studies pointed to this possibility. In 1929 
in our experimental laboratory, Hartzell studied the 
effects of vagotomy on eight dogs. He found reduction 
in gastric acidity during the time that food was in the 
stomach in most of his animals. Two and a half years 
later, Vanzant,* on studying Hartzell’s dogs and some 
others, found that free acid was present in all but one 
of Hartzell’s original group and the gastric motility 
of 7 of 10 dogs was essentially normal. I found the 
same results in many cases when vagotomy was used 
in the treatment of duodenal ulcer,’ and it was not 
until gastroenterostomy or gastric resection was added 
that the results of vagotomy compared with results 
of gastroenterostomy or gastric resection without 
vagotomy. After a five-vear follow-up in a large series 
of such cases from one clinic, a 12%* incidence of 
poor results (meaning recurring ulcer) was reported, 
whereas only a vear previously the incidence of poor 
results was reported from the same institution as 
only 7%. 

Use of Jejunum or Colon as Replacement for Re- 
sected Stomach.—Another example of the value of a 
longer follow-up was in the results that followed the 
use of an isolated portion of transverse colon® or of 
jejunum ° inserted between the stomach remaining 
after resection for peptic ulcer and the duodenum, 
to act as a reservoir so that food would enter the 
duodenum more slowly. It was hoped that this would 
overcome the dumping symptoms and the nutritional 
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disturbances that occur in a small percentage of cases 
after Billroth 2 (Polya) gastric resections. Although 
the results seemed to be very good for two or three 
years, a year or so later ulcers recurred in approxi- 
mately 8% of both types of intestinal replacements, a 
percentage quite similar to that after the Billroth 1 
procedure, when the proximal segment of the resected 
stomach is anastomosed to the duodenum. This result 
might have been anticipated, since the interposed 
intestinal segment did not help in reducing the gastric 
secretion or gastric acidity, which is so important in 
the prevention of recurrent ulceration. The longer-term 
results in a larger series of cases led one of these in- 
vestigators to state in a letter to me that he had dis- 
carded the operation, except for those very few patients 
in whom considerable loss of weight interfered with 
capacity to work, and that he had returned to the 
Billroth 2 procedure for all other patients with chronic 
recurring duodenal ulcer. 

Billroth 1 and 2 Operations.—Theoretically, it 
seemed reasonable to assume that the Billroth 1 pro- 
cedure would be followed by fewer recurring ulcers 
than the Billroth 2 procedure, because after the Bill- 
roth 1 anastomosis the duodenum receives the secre- 
tion from the remaining portion of the stomach. 
Logically it should be more resistant than the jejunum 
to the action of the acid of gastric secretion. Unfortu- 
nately this has not proved to be the case, and it took 
time to determine this. The incidence of recurring 
ulcers after the Billroth 1 operation was approximately 
9% in several series in which the patients ° were studied 
after a lapse of more than 3 vears and in Lynn's 
and my series” from the Mayo Clinic in which the 
patients were studied after a lapse of 6 to 15 years. 
This contrasts markedly with an incidence of ulcera- 
tion recurrence of from 1.5 to 3% in a five-vear follow- 
up® after the Billroth 2 type of resection had been 
performed at the clinic. After both the Billroth 1 and 
Billroth 2 operations, the percentage of cases in which 
symptoms of dumping and loss of weight (related 
to too rapid emptying of the gastric segment and too 
rapid passage of food through the intestine) occur is 
not high. Moreover, the incidence following the two 
tvpes of operation does not differ much. These cir- 
cumstances lead naturally to the conclusion that the 
Billroth 1 resection is not as good an operation for 
duodenal ulcer as the Billroth 2 operation. Neither 
is it as good in the treatment of chronic gastric ulcer, 
for, here again, the recurrence rate is greater after the 
Billroth 1 operation than with the Billroth 2 operation. 

The early reports from one American clinic on the 
low incidence of ulcer recurrence after the Billroth 1 
operation '" can, | believe, be attributed to the fact 
that in more than 61% of the cases less than a vear had 
elapsed since operation and in 27% less than three 
months; also, a very large segment of stomach (three- 
fourths or more) was removed. In a later report "’ 
from the same group, a large number of cases were 
reported with a follow-up of one to eight years. Such 
a follow-up statement without information on how 
many patients were operated on only one year before 
or how many in the intervening years up to eight leaves 
much to be desired. If a half, a third, or a fourth of the 
patients had been operated on less than three years 
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before follow-up, the results are not comparable to 
those of others who have reported a much higher 
incidence of recurring ulceration after a lapse of 
three or five years. Moreover, in this particular series 
of cases it was difficult to determine the number of 
patients in the categories of duodenal, gastric, and 
gastrojejunal ulcer who had the operation and the 
relative percentage of recurrences in each group. 
This breakdown of the peptic ulceration is important 
because duodenal, gastric, and gastrojejunal ulcers 
differ markedly as to cause, pathological changes, and 
response to treatment. 

Careful Definition of Terms.—Another problem in 
the reporting of clinical observations is that various 
authors use different sets of classifications of what 
constitutes excellent, good, fair, and poor results, or 
satisfactory or unsatisfactory ones. Unless each author 
defines exactly what he means, it is difficult to de- 
termine which patients have been cured of their 
lesions and which have not. There is, of course, an 
in-between group who will show improvement, but 
this may or may not be associated with recurrent 
ulceration of varving degrees. 

As an example of this, | would like to refer again 
to the treatment of certain duodenal ulcers, by gastro- 
enterostomy and vagotomy. One group of observers 
have classified their results as good, fair, and poor; 
another group as excellent, unsatisfactory, and poor. 
To evaluate the results in these two groups properly, 
it seems important to determine wherein the good 
and the fair groups differed from the excellent and 
unsatisfactory groups, for the combined percentages 
neary approached each other. Since classification of 
poor results was defined in both reports similarly and 
indicated proved ulcer recurrences, this classification 
was the most important accurate area for evaluation. 
In both series the percentages of poor results were 
about the same. Yet, in writing of this procedure one 
group of observers wrote enthusiastically about it, 
whereas the other did not. This difference in attitude 
confuses the reader, who finds it difficult to draw 
proper conclusions. The reader must not be misled 
by the enthusiasm of one author and the lack of it 
by another, but should carefully examine the data 
in the tables and in the text of the paper, and draw 
his own conclusions, 

Operations for Strictures of the Bile Ducts.—In the 
treatment of lesions of the biliary tract, cholecys- 
tectomy and exploratory choledochostomy have be- 
come almost standardized procedures for certain 
lesions. On the other hand, in the presence of a 
stricture of the common bile duct too extensive to 
allow excision and approximation of the unstrictured 
ends of the duct, a biliary-intestinal anastomosis is 
necessary. In my experience with almost 400 patients 
with stricture of the common bile duct operated on 
since 1924,'* anastomosis of the common or hepatic 
duct or both hepatic ducts to the duodenum has been 
followed by a 70 to 75% incidence of relief of obstruc- 
tive symptoms without recurrences of intrahepatic 
infection, unless contraction of the anastomosis oc- 
curred. Some observers have thought that if the bile 
ducts were anastomosed to a loop of jejunum and an 
enteroanastomosis was performed, or the ducts were 
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anastomosed to an isolated loop of jejunum (Roux 
en Y), this would prevent reflux of duodenal contents 
through the biliary-duodenal anastomosis and reduce 
the incidence of cholangitis. 

Musgrove, Grindlay, and Karlson in 1952 reported 
that barium given to dogs refluxed into the intra- 
hepatic bile ducts when a duct was anastomosed to 
the duodenum or to a loop of jejunum, although it did 
not do so when the Roux-Y type of defunctionalized 
loop of jejunum was used. In spite of this fact the dogs 
in which the duct had been anastomosed to the duo- 
denum had no more, if as much, hepatic infection, 
were in better general condition, and had gained more 
weight than the dogs subjected to the Roux-Y pro- 
cedure.” 

Kleinert and Large performed choledochoduoden- 
ostomy on 14 dogs: all survived. They also made a 
Roux-Y anastomosis between the bile duct and a de- 
functionalized loop of jejunum in nine dogs. All lost 
weight and five died within six months. In an analysis 
of their results, Kleinert and Large stated that only 
about half of the animals in which the duct was anas- 
tomosed to the duodenum had mild degrees of in- 
fection, whereas seven of the nine dogs that had the 
Roux-Y anastomosis had severe degrees of infection 
in the wall of the duct.'” 

Clinical experience and laboratory experiments have 
shown that when cholangitis develops after the Roux-Y 
anastomosis, which it does with about the same in- 
cidence and for the same reason as after the biliary- 
duodenal anastomosis, it is due to the same cause in 
both, namely, obstruction at the anastomosis. More- 
over, one surgical group, after a series of both types of 
operations, reported 2 cases in 13 in which duodenal 
ulcer developed after the Roux-Y jejunal anastomosis 
to the bile duct.’’ and they indicated their preference 
for the biliarv-duodenal anastomosis. 

The advantages of the biliarv-duodenal anastomosis 
are that it is easier and safer, for there are usually a 
great many adhesions about the duodenum, stomach. 
the hepaticoduodenal ligament, and strictured 
duct. In this procedure also the operation is confined 
to only one part of the abdomen that is isolated from 
the general peritoneal cavity by other adhesions. This 
is important, for if oozing or temporary leakage of 
biliary secretion occurs, it drains to the exterior and 
not into the peritoneal cavitv and is more readily con- 
trolled. I have seen partial obstructions due to con- 
traction of biliary-duodenal and _ biliary-jejunal anas- 
tomoses to a diameter of but a few millimeters. Severe 
attacks of pain without jaundice have resulted in some 
cases and attacks of chills, fever, and jaundice with- 
out pain in others. These episodes of jaundice and 
fever without pain have led to the erroneous diagnosis 
of regurgitant cholangitis. So, the problem of post- 
operative cholangitis in the cases ot stricture is related 
to contracture and obstruction of the biliary-intestinal 
anastomosis, whatever type has been made, and if bile 
is directed away trom the duodenum by a biliary- 
jejunal anastomosis. duodenal ulcer may occur. 

Results of Surgical Treatment of Carcinoma of the 
Stomach.—During the past 15 years there has been a 
noteworthy improvement in the five-year survival rates 
following operations for cancer of the stomach. At the 
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Mayo Clinic there has been a 180% increase in five- 
vear survivals (from 5 per 100 in our 1907-1916 series 
to 14 per 100 in the 1940-1949 series ).’* This is for all 
patients with cancer of the stomach who came to the 
Mayo Clinic during these vears and received the 
diagnosis of malignant disease of the stomach. The 
five-vear survival rate in cases in which resection was 
carried out increased from 29.2% in our first series to 
34.8% in the 1940-1949 series. This increase is attrib- 
uted to the fact that there were more patients under- 
going exploration and there were more resections. Also 
there have been improvements in technique and re- 
sections of greater magnitude, with a 100% lowering 
of hospital mortality rates. Better preoperative prep- 
aration and postoperative treatment with antibiotics, 
electrolytic and fluid control, blood transfusion, and 
better anesthesia played important roles, probably more 
important than any particular change or addition to 
the surgical technique. I refer particularly to the ques- 
tion of routine total gastrectomy in all cases of gastric 
carcinoma, the removal of periaortic and perihepatic 
nodes, and partial hepatectomy done at the time of 
the primary operation or at reoperation when removal 
recurrences are suspected. 

Let us first analyze the questions about total gas- 
trectomy. In our experience at the Mayo Clinic the 
number of total gastrectomies for gastric Carcinoma or 
sarcoma has increased in proportion to the number of 
partial gastrectomies in the past few vears to a vearly 
number of about 25 total gastrectomies to 120 partial 
gastrectomies. Total gastrectomy has been carried out 
for carcinoma and sarcoma only when partial gas- 
trectomy would not remove the lesion and go well 
beyond it, as proved by immediate microscopic ex- 
amination of frozen sections. Of course, as much of 
the duodenum is removed as possible, while still allow- 
ing enough to close the end accurately. The average 
hospital mortality rate after total gastrectomy has de- 
creased from 66% for the vears 1930-1939 to 12.9% for 
1948-1950; it has decreased from 15 to 5.9% in the 
same periods after partial gastrectomy. Flv and Priest- 
ley '’ have recently reported that the five-vear survival 
rates after total gastrectomy now are 12% in cases of 
carcinoma, 55% in cases of sarcoma, and $3% in 20 
cases in which the operation was done for large high 
benign gastric lesions. 

In both the total and the partial gastrectomies for 
malignant lesions as performed at the clinic, the gas- 
trocolic omentum and the gastrohepatic omentum, 
with their contained nodes, including the subpyloric 
groups. and frequently the spleen were removed. If 
nodes were enlarged in the periaortic region or near the 
hepatoduodena! ligament, Uiese were removed also it 
this could be done completely and safely. (Al en- 
larged lvmph nodes are not necessarily enlarged due 
to malignancy, for many of them on microscopic ex- 
amination are found to be inflammatory.) Otherwise 
nodes in the region were not sought for, nor was a 
secondary operation done due to possible or actual in- 
volvement of nodes or of the remaining segment of the 
stomach, unless x-ray examination showed gastric in- 
volvement or there were clinical symptoms of gastro- 
intestinal obstruction, with pain, loss of weight, or 
anemia alone or in combination. Even with these in- 
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dications, reoperation was seldom productive, for if 
recurrences were present they were usually multiple 
and completely irremovable or the recurrence could 
not be removed because of location, extent, or fixation. 

Two questions arise. Would use of total gastrectomy 
in all cases of carcinoma of the stomach with dissec- 
tion of nodes in the periaortic region and about the 
hepatoduodenal ligament, then or later, improve re- 
sults? Or would an earlier second exploration improve 
results? In answer to the first question, at one time 
one group of observers proceeded with total gastrec- 
tomy for all gastric carcinomas and advocated its use, 
but a few vears later they reported that their survival 
rates and results had so worsened that thev had aban- 
doned the operation except in cases in which the 
lesion could not be removed by partial gastrectomy. 

A report by one group of investigators '° of the im- 
proved results of the more radical surgery for malig- 
nant gastric lesions, with more radical nodal 
dissections at the time of gastrectomy or later, with 
or without removal of portions of the liver or pan- 
creas because of metastatic or recurring involvement, 
is not convincing to me. Even when these procedures 
were used, their reported over-all five-vear survival 
was 12.5 per 100, while ours '* was 14 per 100. Their 
reported five-vear survival rate after resection per- 
formed from 1946 through 1949 was 29.0%; ours was 
34.8% for operations performed from 1940 through 
1949. In the cases with nodal involvement, their five- 
year survival rate was 14.5%, while ours was 18.6%. 
| believe the improvement in survival rates that they 
have noted over the years is due to the same causes 
that we and others have experienced and results from 
the many factors that I have previously mentioned. 

I am very much in favor of the performance of any 
surgical procedure that can be undertaken at a reason- 
able risk either as a primary or secondary operation if 
the patient's life can be benefited. Many vears ago Sir 
John B. Sutton stated in a Mayo Foundation lecture 
that it was the duty and, indeed, an obligation of the 
surgeon in operating on patients with malignant dis- 
ease not to be satisfied with removing just the operable 
lesions, for later removal of secondary lesions has a 
place, especially if such action will relieve the patient 
of pain, bleeding, ulceration, and infection and make 
the remaining months or perhaps vears of life more 
comfortable ones. This, | think, is a sound philosophy, 
and experience has justified a reasonable attack on 
recurring cancerous lesions under the circumstances 
mentioned. On the other hand, when reoperation is 
done, it must be understood by both patient and 
surgeon that sometimes the desired benefits will not 
be obtained. In fact, the patient’s condition may be 
worsened, and a long and expensive convalescence in 
the hospital may be necessary. 


Comment 


Space does not permit discussion of certain other 
procedures that have been recommended seemingly 
with some scientific evidence that they were an im- 
provement over other procedures of proved value. 
Frequently these studies are of too short duration; 
the greater operative risk and the prolonged period of 
convalescence are not taken into account. The lapse 
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of a longer period thus may change the over-all picture 
of the comparative results of the old procedure and 
the new or modified new one. 

What I have said must in no way be construed as a 
criticism of the surgical investigator or as lack of 
recognition of the value of surgical investigations. 
They are as important as research in the experimental 
laboratory, but, as the latter are usually well con- 
trolled, the former should be also, and care must be 
taken to evaluate a new or modified surgical procedure 
not only on the basis of one’s own results but on the 
results of other investigators with regard to types of 
operation and similarity or dissimilarity of lesions and 
ethnic background of the patients. Also, care must be 
taken to study these results after the passage of 3 or, 
better, 5 and 10 years and, wherever possible, to corre- 
late them with observations made in the experimental 
laboratory. 


200 First Ave. S. W. 
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A CLINICAL 


Erwin Lear, M.D., Albert E. Chiron, M.D. 
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Chlorpromazine, an amine derivative of phenothia- 
zine, was first synthesized in France in 1950.’ Subse- 
quently, it was used throughout the continent. in 
conjunction with hibernation anesthesia.” and, in May, 
1954. chlorpromazine was introduced into clinical use 
in this country as an antiemetic drug. This agent has 
been shown to possess a wide range of physiological 
activity because of its action on the central nervous 
system. It has been used widely in the field of psy- 
chiatry; in the treatment of narcotic addiction and 
alcoholism; in the palliative management of terminal 
carcinoma; and in various phases of anesthesia,’ such 
as premedication, the control of traction reflexes 
during anesthesia, and the reduction of postopera- 
tive nausea, vomiting, and pain. 

Potentiation of many drugs commonly employed in 
anesthesia, such as the narcotics, barbiturates. and 
ether, was noted when the agents were combined 
with chlorpromazine. Our interest in this compound 
was initially based on its use as an adjunct to pre- 
medication, thus permitting smaller doses of pre- 
operative narcotics to be given and hence reducing 
the undesirable side-effects associated with their ad- 
ministration. The use of chlorpromazine in premedica- 
tion has been challenged, primarily because it causes 
hypotension that is refractory to the commonly used 
vasopressors; chlorpromazine has also been reported 
to reverse the pressor response to epinephrine. The 
use of chlorpromazine with spinal anesthetics has 
also been questioned, since both the spinal anesthetic 
and chlorpromazine may produce hypotension. 

Our experience with chlorpromazine as an adjunct 
to premedication now includes its use in over 3,500 
cases; in over 1450 of these cases the operation was 
done with the patient under spinal anesthesia. We 
became interested in the possibility of producing epi- 
nephrine reversal in the human under spinal anesthe- 
sia with chlorpromazine premedication. We also 
analyzed our cases in which the operation was done 
with the patient under spinal anesthesia in an attempt 
to elucidate the mechanisms of blood-pressure change 
associated with chlorpromazine premedication when 
combined with the spinal anesthesia required for 
given surgical procedures. 


Epinephrine Reversal 


The pressor response to intravenously given epi- 
nephrine is reversed in the laboratory animal after 
injection of chlorpromazine.’ Foster and his co- 
workers,” using human volunteers, reported epineph- 
rine reversal on the blood vessels of the hand, where 
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OF ACTION OF CHLORPROMAZINE 


¢ The effects of chlorpromazine as part of the pre- 
medication for surgical anesthesia were studied in 
3,500 cases, including 1,450 cases of spinal anes- 
thesia. Special attention was given to its effects on 
blood pressure, because of reports that it reversed 
the normal pressor response of the patient to 
epinephrine and so increased the danger of hypo- 
tension. This reversal, though seen in laboratory 
animals, was not demonstrable in human subjects 
receiving the doses of chlorpromazine and epineph- 
rine especially given for the purpose. The chlor- 
promazine did reduce the magnitude of the pressor 
response to epinephrine, especially in patients under 
spinal anesthesia. In those patients whose initial 
blood pressure was below 140 mm. Hg, the chior- 
promazine premedication had little additional de- 
pressor effect when compared to standard premed- 
ication. Experience showed that the hypotension in- 
duced by chlorpromazine was not a handicap to 
patients receiving adequate oxygen, water, and elec- 
trolytes and that it was preferable to the state of 
compensated normotension thai sometimes masks im- 
pending shock. 


vasoconstrictor tone is highest. after intravenous ad- 
ministration of chlorpromazine. The British investi- 
gators proposed that the use of epinephrine to correct 
chlorpromazine-induced hypotension is “useless if not 
dangerous. A segment of our series of patients receiv- 
ing chlorpromazine and a spinal anesthetic was then 
exposed to attempts at the production of epinephrine 
reversal. None of the patients in the following series 
received vasopressors prior to or during surgery ex- 
cept for epinephrine, in the amounts noted with each 
case. The dosage schedule tor epinephrine was based 
on a range of 0.15 to 0.30 meg. per kilogram of body 
weight. The drug was given intravenously, either as 
a drip or, when this became impractical, as an injec- 
tion airectly into the intravenous tubing. There were 
no instances of sudden significant blood loss in these 
patients, nor were surgical reflexes encountered that 
might have altered the study. Most of the patients 
dozed under the influence of the premedication, al- 
though a tew received small amounts of intravenously 
given thiobarbiturates or nitrous oxide. 

Figure 1 shows the blood-pressure record of a 21- 
vear-old female who had received chlorpromazine 
and a spinal anesthetic. Immediately after adminis- 
tration of the spinal anesthetic, the blood pressure tell 
30 mm. Hg below the preoperative level, and admin- 
istration of an epinephrine drip containing 0.5 mg. of 
the drug dissolved in 1 liter of 5% dextrose in water 
was therefore started. The patient received 50 mi. ot 
solution, equivalent to a total of 25 meg. of epineph- 
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rine, within the next three to five minutes. The blood 
pressure showed a peak response of 40 mm. Hg, and, 
although it began to fall as administration of the drip 
was discontinued, the base-line pressure became sta- 
bilized at a level 20 mm. Hg higher than that im- 
mediately after the spinal anesthetic had been given. 
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the control. Further studies on patients who became 
hypotensive after receiving chlorpromazine and a 
spinal anesthetic substantiated these findings. The 
hypotensive patients respond to increasing doses of 
epinephrine with equipressor responses. Figure 2 
shows the record of a female patient of similar age 
and physical status as those discussed above. This 
patient came to surgery with a pressure of 90/60 
mm. Hg. She had received premedication with chlor- 
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Fig. 1.—Effect on blood pressure of epinephrine drip given to 21- 
vear-old woman under spinal anesthesia who had received chlorpro- 


mazine preoperatively. 


Epinephrine reversal could not be demonstrated. in 
an attempt to rule out masking of epinephrine reversal 
by the dominant pressor response, progressively de- 
creasing doses of epinephrine were given until a dose 
of 0.125 meg. was reached. Epinephrine reversal was 
not demonstrable. The dose range of 0.125 to LO meg. 
was repeated on a number of other patients with no 
clinical evidence of reversal. 

The attenuation of pressor response to epinephrine 
has also been demonstrated in patients under spinal 
anesthesia. Three normotensive female patients of the 
same general age and physical status were studied. 
One patient received no chlorpromazine and served 
as a control. The other two received chlorpromazine 
as a part of their premedication; one of these had a 
normotensive course, while the other became hypo- 
tensive after the administration of a spinal anesthetic. 
The three patients were given 25 meg. of epinephrine 
intravenously. The hypotensive individual showed 
marked attenuation of pressor response, with a peak 
pressure increase of only 15 mm. Hg, as contrasted to 
a 25 mm. Hg rise in the woman given chlorpromazine 
who remained normotensive and a 30 mm. Hg rise in 
the control. (We were unable to detect epinephrine 
reversal in the clinical course of these patients.) After 
a period of stabilization, 50 meg. of epinephrine was 
given to the patients, with an unexpected response 
from the hypotensive patient. If severity of hypoten- 
sion be considered the index of chlorpromazine 
adrenolytic activity, then the markedly hypotensive 
patient should be extremely resistant to blood-pres- 
sure correction with epinephrine; however, instead of 
a pattern of continuing attenuation, a pressor response 
of 60 mm. Hg peak was noted in the hypotensive pa- 
tient, as compared to 40 mm. Hg in the normotensive 
patient receiving chlorpromazine and 90 mm. Hg in 


POSTURE 


promazine. After administration of the spinal anes- 
thetic, her pressure became stabilized at 70/40 mm. 
Hg. A 10-meg. dose of epinephrine was given in- 
travenously, with a peak response of 30 mm. Hg. 
With increasing doses of epinephrine, there occurred 
a stepwise increase in blood pressure. Again there 
was no evidence of epinephrine reversal. Reversal is 
extremely difficult to reproduce clinically. Although 
some attenuation of epinephrine activity occurred in 
patients who had received chlorpromazine as com- 
pared to controls, there was no significant effect on 
the equipressor response to epinephrine, and grad- 
uated doses of the drug caused stepwise responses 
in the blood pressure. It has been our clinical experi- 
ence that the hypotensive patient showed greater re- 
sponse to increasing doses of epinephrine than the 
normotensive patient who had received chlorproma- 
zine and a spinal anesthetic. 


Chlorpromazine in Conjunction with Spinal Anesthesia 


Many anesthesiologists have experienced great diffi- 
culty in correcting the blood-pressure declines result- 
ing trom the combination of premedication with chlor- 
promazine and spinal anesthesia. Any agent that is to 
become a routine part of the anesthesiologist’s arma- 
mentarium should not require that the most potent of 
vasopressors, with its own inherent dangers, be given 
to offset side-effects. Consequently, our statistics on 
the effect of chlorpromazine premedication on blood 
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lig. 2.—Blood-pressure record of patient under spinal anes- 
thesia who had received chlorpromazine preoperatively. 
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pressure were reviewed. Variation from patient to 
patient was studied. Since the level of spinal anthesia 
also contributes to alterations in blood pressure, data 
were reviewed with regard to correlating the level of 
anesthesia and the blood-pressure changes in patient 
receiving chlorpromazine. There were 1,450 patients 
who underwent surgery with chlorpromazine pre- 
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medication and under spinal anesthesia. Five hundred 
fifty-one (38%) underwent major gynecologic surgery; 
261 underwent abdominal surgery /of these, 59 had 
intestinal operations; 19, gastrectomy; 128, gallbladder 
surgery; 19, abdominal-perineal surgery; 13, appen- 
dectomy; 19, laparotomy; and 4, sympathectomy); 188 
(13%) had hernia repair; 145 (10%) were operated on 
for hemorrhoids: 203 (14%) underwent major geni- 
tourinary surgery; 58 (4%) had orthopedic surgery; 
and 44 (3%) underwent miscellaneous procedures. The 
ages of the patients ranged from 14 to 84 years, and 
patients in all risk categories were included. 

Blood Pressure Change After Premedication.—The 
patients were classified into three general groups on 
the basis of degree of blood-pressure change after 
premedication as compared to blood pressure on ad- 
mission. Patients exhibiting a fall in pressure of 30 
mm. Hg or less were placed in group 1, those with a 
fall of from 31 to 60 mm. Hg in group 2, and those 
with falls of over 60 mm. Hg in group 3. Control pa- 
tients who received standard premedication fell pre- 
dominantly into group | (92%). By way of contrast, 
only 80% of the 1,450 patients receiving chlorproma- 
zine premedication fell into group 1, while 16.5% fell 


He 


Fig. 3.—Blood-pressure falls of patients, A, with pressures on 
admission of less than 140/90 mm. Hg and, B, with pressures 
on admission of 140/90 mm. Hg or greater. 


into group 2 and 3.5% into group 3. These figures 
would appear to substantiate the observations of mu- 
merous investigators that the use of chlorpromazine 
does increase the incidence of preoperative hypoten- 
sion. If, however, only those patients receiving chlor- 
promazine who had pressures on admission of under 
140/90 mm. Hg are included in the analysis, the per- 
centage of patients now in group | rises to more close- 
lv approach the control figures, as will be noted in 
figure 3. It should be emphasized that all patients 
with pressures on admission of 140/90 mm. Hg and 
greater are not necessarily hypertensive; the hyper- 
tension in a number of these patients represents a 
reaction to the stress imposed upon them by the hos- 
pital admission. There were 303 patients, or 21% of 
the 1,450 patients, with blood pressures on admission 
of 140/90 mm. Hg or greater. 

Blood Pressure Change After Administration of 
Spinal Anesthetic.—There was a marked lowering of 
blood pressure in all patients in the series after the 
administration of a spinal anesthetic. In the over-all 
series, only 53% of the patients were in group 1, with 
lowering of pressure from that on admission of 0 to 
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30 mm. Hg, while 31% were in group 2 and 16% in 
group 3. Of the 303 patients (21%) with pressures on 
admission of 140/90 mm. Hg or greater, 21% were in 
group |, 33% in growp 2, and 46% in group 3. 

Level of Spinal Anesthesia.-The biood-pressure 
change immediately after administration of the spinal 
anesthetic is related to the level of anesthesia required 


0-30mmMHe, 


31-60mm He. 


+ (IS%E) 
(8%V) 
Fig. 4.—Blood-pressure falls immediately after administration 

of spinal anesthetic as compared to pressure on admission in 

patients receiving premedication with chlorpromazine and under 
high spinal anesthesia (T-4) for upper abdominal surgery. 

19% E = ephedrine; 8@ Vo = methoxamine (Vasoxyl) hydro- 

chloride. 


for a given type of surgery. High levels of anesthesia 
reduce the area wherein compensatory vasoconstric- 
tion normally occurs. In a patient who has received 
premedication with chlorpromazine, the level of spinal 
anesthesia plays little active role in the blood-pressure 
pattern. Figure 4 illustrates the observation that 
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Fig. 5.—Blood-pressure falls immediately after administration 
of a spinal anesthetic as compared to pressure on admission in 
patients receiving premedication with chlorpromazine and un- 
der low spinal anesthesia (T-8) for lower abdominal surgery by, 
A, the vaginal approach and, B, the abdominal approach. 


blood-pressure changes in patients under high spinal 
anesthesia (T-4) exhibit little difference when com- 
pared to those in the over-all series (fig. 3). Blood- 
pressure changes in patients under low spinal anesthe- 
sia (T-8) (fig. 5), such as is given for major gynecologic 
surgery, also compare favorably to those in the over- 
all series (fig. 3). 


SS 
SS 
Ss 
~*~ 
SSS 
SSS ~ SSS > 
° 0 SSS SS ~ 
" 6 SSS > wee 
eS: 
~~ 
SS — 
0 SSS 
+ 
55%, -30 
~~ 
A 6 6O wes He 
32% -60 
i 
~ 
36% \- 60 
6% MN HG 
A 
° 
8% 
™ 
6i+ 
He 


Vol. 163, No. 1 CHLORPROMAZINE—LEAR ET AL. 33 

The effect of the lithotomy position on blood pres- the myocardium, increasing cardiac output and hence 
sure, as in vaginal plastic surgery, is minimized. Fig- raising the blood pressure; there is also some degree 
ure 6 shows the record of a 49-year-old female who of arteriolar constriction. Methamphetamine (Deso- 
came to the operating room for repair of a cystocele xyephedrine) hydrochloride is primarily a cerebral 
and rectocele after receiving standard premedication. stimulant, although it causes some increase in myo- 
After administration of the spinal anesthetic, the pa- cardial activity and some peripheral constriction. 
tient was placed in the lithotomy position and the \Methoxamine (Vasoxyl) hydrochloride is a vasopressor 
pressure was permitted to become stable. When the with an entirely peripheral effect; the bradycardia 
pressure maintained itself for 15 minutes, 12.5 mg. of often associated with the use of this agent may be of 
chlorpromazine was given slowly intravenously. The central origin. Figure 8 shows blood-pressure changes 
blood pressure fell sharply 60 mm. Hg below the pa- after administration of a spinal anesthetic to the en- 


tients control level. This dose was repeated at 15- 


tire series of patients receiving chlorpromazine pre- 
minute intervals until a total of 50 mg. of the drug 


operatively, each of whom had received one of three 


had been given. There was no further drop in blood vasopressor agents. These data confirm the observa- 
pressure, however, until the end of the procedure, tions of many with regard to the ineffectiveness of 
roam ve sev 
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Fig. 6.—Record of patient operated on in lithotomy position. Patient received standard premedication. 


when the patient's legs'were lowered. The hypoten- routine doses of the standard vasopressors. Methoxa- 
sion corrected itself approximately three hours post- mine, however, appears more effective in prevent- 
operatively. Figure 7 shows the record of a patient ing the severe pressure falls (over 60 mm. Hg), as 
undergoing a similar procedure, except that the pa- can be seen by contrasting the percentage of pa- 
tient received premedication with chlorpromazine. tients in group 3 tor each of the three pressor 
Immediately after administration of a spinal anes- agents studied. 

thetic, the blood pressure continued to fall, despite C 

‘ omment 
- the use of the lithotomy position. The blood pressure 


returned to its preoperative level shortly after the 


The central action of chlorpromazine is apparently 
patient was returned to her bed. 


responsible for the majority of physiological altera- 


Blood Pressure Changes After Use of Vasopressors tions associated with its use. Early in the course of 
Before Administration of Spinal Anesthetic.—The com- study of this compound, ganglionic blocking proper- 
monly used vasopressor agents are of three basic ties were thought to be responsible for the hypoten- 
tvpes: myocardial stimulants, cerebral stimulants, and sion not infrequently seen. A number of studies have 


peripheral constrictors. Ephedrine acts directly on subsequently demonstrated the fact that chlorproma- 
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zine was not a true ganglionic blocking agent. Adren- 
olytic properties have been demonstrated in the 
laboratory animal. We have noted epinephrine re- 
versal in the laboratory but have been unable to 
reproduce this phenomenon clinically. Although some 
degree of peripheral activity contributes to the clinical 
picture, the central action of this drug is responsible 
for its wide range of physiological effects. In the series 
of patients receiving chlorpromazine and a_ spinal 
anesthetic, the blood-pressure changes are primarily 
a result of chlorpromazine administration rather than 
a function of the level of anesthesia. Vasopressors, 
regardless of mechanisms, are unable to correct the 
pressure changes with any degree of constancy. The 
concomitant use of barbiturates in patients under 


ve 
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lation, and the sleep regulatory processes noted with 
the use of chlorpromazine are the results of a reduc- 
tion in hypothalamic activity. 

With the increasing knowledge of function with: 
the central nervous system, it has become apparent 
that no one center in the-brain entirely controls the 
activity of a system. Evidence of sympathetic activity 
can also be elicited from those areas of the prefrontal 
cortex that are thought to represent cortical projection 
of the hypothalamus.” The thalamus, gyrus fornicatus, 
and ascending reticular activating system are also 
related to sympathetic function. The ascending retic- 
ular activating system is a multisvnaptic medial brain- 
stem structure that receives collateral fibers from the 
classic ascending sensory pathways. Sensory input to 
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Fig. 7.—Record of patient operated on in lithotomy position. Patient received chlorpromazine preoperatively. 


spinal anesthesia who have received chlorpromazine 
further aggravates blood-pressure changes and_ in- 
creases the resistance to correction with vasopressors. 
The additive effect of barbiturates and chlorproma- 
zine is related to the ability of both compounds to 
depress the hypothalamus and the reticular activat- 
ing system. 

The hypothalamic region of the diencephalon is 
responsible tor the regulation of temperature and the 
sleep processes. The posterior nuclear group in the 
hypothalamus, when stimulated experimentally, pro- 
duces a number of reactions characteristic of sym- 
pathetic activity: dilatation of the pupils, sweating, 
inhibition of intestinal activity, liberation of epineph- 
rine, tachycardia, and a rise in blood pressure. The 
depression of sympathetic activity, temperature regu- 


this system must serve a function common to all 
sensory input, the maintenance of a state of alertness 
at cortical levels for incoming stimuli. Depression of 
this svstem produces marked somnolence in the lab- 
oratory animal, with limited response to stimuli (audi- 
tory and olfactory), and would appear to be the neuro- 
physiological basis of ether analgesia (Artusio), 
Peripheral sympathetic activity and circulating epi- 
nephrine also contribute to the maintenance of cor- 
tical activity as a function of the stress reaction of an 
organism. That this occurs by mechanisms other than 
circulatory has been demonstrated experimentally.” 
Studies implicate the reticular activating system as the 
cause of the increased cortical activity after rises in 
the amount of circulating epinephrine. If the brain 
stem cephalad to the quadrigeminal bodies is severed, 
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with cerebral circulation remaining intact, intraven- 
ously given epinephrine does net produce intensifica- 
tion of cortical action potentials. Laboratory animals 
given chlorpromazine premedication exhibit attenu- 
ated responses to intravenously given epinephrine. 
Depression of the reticular’ activating system and 
hypothalamus by chlorpromazine probably accounts 
for the wide activity range of this compound. 

The antishock property” of chlorpromazine is re- 
lated to a combination of central effect and the periph- 
eral manifestations of this effect. Normally, under 
conditions of stress, the sympathetic nervous system 
responds with a mass reaction. Vasoconstriction and 
an increased cardiac output are the results of hypo- 
thalamic activity on the adrenal medulla, while the 
adrenal cortex responds to hypothalamic activity by 
way of neural connections to the anterior hypophysis 
and the subsequent production of corticotropin 
(ACTH). The reticular activating system, too, responds 
to stress by increasing cortical sensitivity to incoming 
stimuli; its role beyond that of an arousal mechanism 
is not fully understood at present. Vasomotor activity 
increases under adrenergic influence, with constriction 
of precapillary sphincters and the consequent shunt- 
ing of blood to the vital centers (heart and brain) to 
the exclusion of the remainder of the body. In early 


Fig. 8.—Blood-pressure changes after administration of a 
spinal anesthetic to patients who had received premedication 
with chlorpromazine and, A, 50 mg. of ephedrine; B, 20 mg. of 
methoxamine (Vasoxyl) hydrochloride; or, C, 20 mg. of \leth- 
amphetamine (Desoxyephedrine ) hydrochloride. 


shock, renal blood flow, which normally represents 
about 25% of total circulating volume, falls to ap- 
proximately 10% or less of its usual amount.’ There 
is a 75% reduction in femoral blood flow in experi- 
mental animals exposed to nonhemorrhagic shock.'" 
This large reducticn in flow occurs before there are 
any noticeable blood pressure changes, so that the 
animal can be said to be in the compensatory stage of 
shock at a time when pulse and blood pressure offer 
no warning signs of shock per se. 

The persistence of vasoconstriction eventually leads 
to areas of localized ischemia,"' with the subsequent 
release of tissue metabolites and breakdown products. 
The integrity of an anoxic capillary bed is further 
disturbed by tissue breakdown products, and vasocon- 
striction yields to dilatation and to increased mem- 
brane permeability, with consequent fluid loss. Dilata- 
tion of the capillary bed in areas affected by the 
shunting of blood leads to the formation of large 
stagnant pools of blood, which further diminishes the 
already embarrassed circulating volume. Eventually, 
peripheral failure leads to a central vascular collapse. 


CHLORPROMAZINE—LEAR ET AL. 35 


With the reduction in sympathetic reaction to stress 
that occurs with administration of chlorpromazine, 
renal and splanchnic vascular beds receive a more 
adequate share of available circulating blood volume; 
tissue anoxia is reduced, vascular integrity maintained, 
and fluid loss from altered permeability is absent. 
This discussion is not meant to infer that a permanent 
protection from shock exists but rather that there is a 
prolongation of the temporary state during which cor- 
rective therapy can be instituted without exhausting 
the patient’s reserve. In the patient who has received 
chlorpromazine, the blood pressure responds early to 
blood loss, and hence blood replacement is begun at 
a period when blood loss might have been masked by 
compensatory vasoconstriction without chlorproma- 
zine. Should extensive intravenous therapy fail to re- 
turn blood pressures to reasonable levels, the addition 
of conservative amounts of vasopressor will elicit a 
marked response from a dilated vascular tree of good 
integrity and adequate functional reserve. 

We have used chlorpromazine premedication in 
well over 3,500 patients undergoing a wide range of 
surgical procedures and of varving risks and ages. 
Clinically, these patients do well when exposed to 
potentially traumatic and hemorrhagic surgery. The 
incidence of surgical shock in the operating room is 
less than it was previously. What hypotension does 
occur under chlorpromazine premedication is safely 
handled. First. the patient who has received adequate 
sedation before operation has a reduction in metabolic 
activity and. therefore, requires less oxygen. Secondly, 
patients under anesthesia receive a high percentage of 
oxygen. Finally, the liberal use of intravenous therapy 
(not vasopressors) tends to restore blood pressure. 


Summary 
While epinephrine reversal is rather easily repro- 
duced in the laboratory animal, clinically this phe- 
nomenon is difficult to produce in the human. Epi- 
nephrine continues to cause an equipressor response 
in patients who have received chlorpromazine. Chlor- 
promazine premedication is associated with a 20% in- 
cidence of hypotension, as compared to a 7 to 8% 
incidence with standard premedication. If patients 
are arbitrarily divided into two groups, those with 
pressures on admission of below 140/90 mm. Hg and 
of 140/90 and greater, then the response to chlor- 
promazine in the former group compares favorably 
to the response noted with standard premedication. 
The blood-pressure change after administration of a 
spinal anesthetic in the patient receiving chlorproma- 
zine is more a result of the administration of this 
agent than a function of the level of anesthesia. 
Standard vasopressor agents are of little value in cor- 
rection of pressure change under spinal anesthesia, but 
methoxamine (Vasoxyl) hydrochloride appears more 
effective than ephedrine or methamphetamine ( Des- 
oxvephedrine) hydrochloride in correcting severe 
pressure falls of over 60 mm. Hg. Chlorpromazine- 
induced hypotension is no problem in the operating 
room, where patients with lowered metabolic activity 
are exposed to a high-oxygen atmosphere and liberal 

amounts of intravenous therapy. 

555 Prospect Place (16) (Dr. Lear). 
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CLINICAL NOTES 


UTERINE FIBROIDS ASSOCIATED WITH POLYCYTHEMIA 


Lawrence Singmaster, M.D., Philadelphia 


Since 1953, three reports have appeared in the liter- 
ature on polycythemia associated with uterine fibroids.’ 
In each of the three cases, the authors pointed out that 
after a hysterectomy a state of polycythemia no longer 
existed. | should like to report a fourth case, which 
recently was treated on the surgical service at the 
Lankenau Hospital, in which polycythemia was re- 
lieved by a hysterectomy. 


Report of a Case 


A 38-year-old female was admitted to the hospital on Jan, 19, 
1956, with the chief complaint of intermenstrual bleeding on 
two occasions during the two months prior to admission. Each 
of the episodes of bleeding had lasted approximately eight days. 
When the patient consulted her family physician, hospitalization 
because of a uterine tumor was advised. Neither the systemic 
review nor the medical or family history was remarkable. The 
social history revealed that the patient worked as a waitress and 
that her habits were not remarkable. Physical examination 
showed her to be a well-developed female with a rather florid 
countenance and in no apparent distress. The blood pressure in 
both arms was 118/80 mm. Hg, and the pulse rate was 80 per 
minute. The only remarkable finding in the remainder of the 
physical examination was that of a large mass, arising supra- 
pubically, in the lower part of the abdomen; this was confirmed 
by pelvic and rectal examinations. Speculum examination of the 
cervix revealed that it contained several small Nabothian cysts 
and that no blood was present at the external os or in the 
vagina. The size of the pelvic tumor, which appeared to arise 
from the uterus, was approximately that of a large grapefruit; 
it extended almost to the navel. 

Laboratory studies on admission revealed a hemoglobin level 
of 18 gm. per LOO cc. and 6,320,000 red blood cells and 10,500 
white blood cells per cubic millimeter, with a normal differen- 
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tial count. The urinalysis was not remarkable, and a serum 
chorionic gonadotropin test was negative. The blood cell count 
Was repeated two days after admission, at which time the hemo- 
globin level was found to be 16.3 gm. per 100 cc., with 6,350,000 
red blood cells per cubic millimeter. The white blood cell count 
was 8,100 per cubic millimeter, with a normal differential, An 
x-ray was taken of the abdomen; this confirmed the findings of 
a homogeneous mass with no abnormal calcifications occupying 
the pelvis. The distribution of gas in the intestine was not re- 
markable. 

The patient underwent operation four days after admission, 
at which time a large fibroid tumor of the uterus was removed 
by total hysterectomy and both tubes and the left ovary were 
removed as well as the appendix. Complete examination of the 
remainder of the abdomen revealed no further pathology, and 
the operation Was terminated uneventfully. Pathological examina- 
tion of the specimens revealed leiomyomas of the uterus, endo- 
metrial cyst of the left ovary, Nabothian cyst of the cervix, and 
a normal appendix, At the time of surgery a bone marrow 
biopsy specimen was also taken from the ileum, A study of the 
specimen revealed normoblastic hyperplasia. Blood lost during 
the procedure was minimal, yet on two days after surgery the 
hemoglobin level was 14.1 gm. per 100 cc., with 3,980,000 red 
blood cells per cubic millimeter. The white blood cell count was 
not remarkable. The patient convalesced uneventfully and was 
discharged eight days after surgery, at which time a final blood 
cell count revealed a hemoglobin level of 13.5 gm. per 100 cec., 
with 4,370,000 red blood cells per cubic millimeter and a 
normal white blood cell count. 

The patient was subsequently seen for a postoperative check- 
up one month after surgery; at this time her hemoglobin level 
was 14 gm. per 100 cc., with 4,870,000 red blood cells per cubic 
millimeter. Studies six months after operation revealed a hemo- 
globin level of 14.2 gm. per 100 cc., with 4,900,000 red blood 
cells per cubic millimeter. The rather marked floridness had left 
her face, and she had returned to work without further com- 
plaints. 
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It is hoped that further reporting on the association 
of polycythemia and fibroid tumors will lead to an 
explanation of their coexistence. 


406 Lankenau Medical Bldg. (31). 


A TEACHING INSTRUMENT FOR PROCTOSIGMOIDOSCOPY 


Robert Turell, M.D., New York 


It has long been recognized that effective teaching 
of colorectal endoscopy calls for simultaneous observa- 
tion by the teacher and pupil of the same area and/or 
lesion. Various instruments have been described from 
time to time, but none apparently has become popular. 
Appreciating the need for such a teaching tool, I set 
out some 15 vears ago to design an instrument that 
would make possible the simultaneous viewing of the 
examining field by two or more observers. The first 
effort (fig. 1) consisted of two arms with optical 


Fig. 1.—Original teaching instrument sigmoidoscope for simul- 
taneous viewing of examining field by two persons. 


systems mounted on a device with built-in magnifving 
lenses. This instrument has a screw-on adjustable 
mechanism, mounted on a Turell sigmoidoscope, that 
incorporates a dual system of illumination—proximal 
(the light near the examiner's eye) as well as distal— 
and suction.’ Although this instrument made possible 
the simultaneous viewing of one area or lesion by two 
persons, the range of visibility was too greatly reduced 
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to render it practical. It is most useful when only 
supermagnification of the viewing area or lesion is 


desired. 

| therefore devised an improved and simplified in- 
strument (fig. 2A), which still offers great magnifica- 
tion. One part offers only distal illumination (fig. 2C ), 
while another incorporates both the distal and proxi- 
mal systems of illumination (fig. 2B). The latter 
consists of a cvlinder 5 cm. (2 in.) long, to which a 


Fig. 2.—A, teaching instrument in the sigmoidoscope. B, cylin- 
der with window for outlet of optical system, large bulb for 
proximal illumination, and long shaft with smaller bulb for 
distal illumination. C, cylinder with optical window and distal 
illumination only. D, interior of cylinder magnified (shaft with 
distal light removed for photographic purposes). E, interior of 
evlinder magnified. 


long arm containing a suitable system of lenses and 
two light connections is fastened. The interior of the 
cylinder contains the window or the outlet of the 
optical system, a 6-volt lamp for proximal illumina- 
tion, and a carrier of a 3-to-4-volt lamp for distal 
illumination. These lighting systems can be used indi- 
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vidually or simultaneously. At this stage of experi- 
mentation, the distal is still superior to the proximal 
illumination but has the disadvantage that the light 
may be obscured by excretions, blood, or feces, which 
necessitates cleansing of the bulb, thus interrupting 
the examination. Enough space within the cvlinder 
remains for viewing of the interior of the color and 
for the introduction of an electrode, snare, or biopsy 
forceps (fig. 2D); the latter maneuvers are accomp- 
lished with ease after practice (the instrument with 
only the distal light has more space within the evlinder 
[fig. 2F]). The exterior of the cylinder fits snugly into 
the head of the shafts of both diameters, namely, 1.6 
or 2 cm. (°8 or 7s in.), of the Turell sigmoidoscope. 


J.A.M.A., January 5, 1957 


Summary 


An instrument has been designed that, when at- 
tached to the Turell sigmoidoscope, makes possible 
the simultaneous examination of the terminal portion 
of the colon and rectum by two persons. It is simple in 
design and can be used with either proximal or distal 
(or simultaneous ) illumination. It is useful for teach- 
ing of colorectal endoscopy. 

25 E. 83rd St. (28). 

The instrument described is manufactured by the American 
Cystoscope Makers, Inc., New York. 
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COUNCIL ON PHARMACY AND CHEMISTRY 


NEW AND NONOFFICIAL REMEDIES 


Monographs and supplemental statements on drugs described here and in subsequent edi- 
tions of New and Nonofficial Remedies are based on the evaluation of available scientific 
data and reports of investigations. Applicable commercial names for preparations of evaluated 
drugs are listed at the end of monographs and parenthetically in the text of supplemental 
statements; additional commercial names of which the Council is informed will be included 
with subsequently published supplemental statements and annual editions of New and Non- 


oficial Remedies. 


Chloroprocaine Hydrochloride.—-Diethylamino- 
ethyl 2-chloro-4-aminobenzoate hydrochloride.—The 
structural formula of chloroprocaine hydrochloride 
may be represented as tollo vs: 


— O 


Ci 


Actions and Uses.—Chloroprocaine hydrochloride, a 
local anesthetic agent, is similar in chemical structure 
and pharmacological action to the parent compound, 
procaine hydrochloride. The halogenated derivative 
produces a more rapid onset of action, with an anes- 
thetic potency at least twice as great as that of a 
similar amount of procaine. Its toxicitv is low and 
of the same order of magnitude as that of procaine; 
the toxic effects are qualitatively similar. The drug 
produces little vasoconstriction; therefore, its toxicity 
may be appreciably decreased if absorption is slowed 
by administration in admixture with pressor agents, 
such as epinephrine. Chloroprocaine, like procaine, 
is hydrolyzed by plasma cholinesterase. The hydrolysis 
of the chlorinated derivative proceeds more rapidly 
than that of the parent compound, and the concentra- 
tion of cleavage products liberated from therapeutic 
doses is innocuous. The drug is not an efficient local 
anesthetic for topical application to the skin or mucous 
membranes. 

Chloroprocaine hydrochloride, either with or with- 
out the addition of epinephrine in suitable dilution, is 
useful as a local anesthetic in minor as well as in 
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general surgical procedures. The drug has been suc- 
cesstully employed to produce analgesia or surgical 
anesthesia by the techniques of infiltration, field block, 
and regional nerve block, including caudal and epi- 
dural block. Although its usefulness for these pro- 
cedures has been sufficiently well demonstrated to 
warrant its trial, only subsequent clinical experience 
will determine its ultimate toxic potentialities as com- 
pared to those of longer established agents, such as 
procaine and tetracaine hydrochloride. The use of 
chloroprocaine hydrochloride for continuous peridural 
and spinal (subarachnoid) anesthesia has not been 
evaluated. 

Dosage.—Chloroprocaine hydrochloride is injected 
at various sites according to the type of local anesthe- 
sia to be produced. Because of rapid absorption and 
danger of untoward reactions, the dosage must be 
reduced when the drug is used without epinephrine. 
As with other local anesthetic agents, the dosage of 
chloroprocaine hydrochloride must be adjusted ac- 
cording to the need of the patient and the purpose 
for which anesthesia is required. 

For infiltration anesthesia, a 1% solution in admix- 
ture with a 1:200,000 dilution of epinephrine hydro- 
chloride is ordinarily used, the volume injected 
depending on the anatomic site and the extent of 
area to be anesthetized. For most procedures, volumes 
ranging from 2 cc. to a maximum of 75 cc. will usually 
suffice. Should larger volumes be necessary, as in 
thoracoplasty, the concentration of the chloroprocaine 
solution per unit volume should be correspondingly 
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reduced. For regional nerve blocks, the volume and 
concentration of the agent vary according to the site 
and structure concerned, for example, 25 ce. of a 2% 
concentration for brachial plexus block and 3 cc. for 
cervical block. Except for anesthesia of the nose, ears, 
fingers, toes, and scrotal areas, the agent should be 
injected with a 1:200,000 dilution of epinephrine hy- 
drochloride. Epinephrine should) be withheld it 
cevclopropane, trichloroethylene, ethyl chloride, or 
other anesthetics containing halogen are to be em- 
ploved. 

For single-injection caudal (extradural sacral) 
block, the dose of chloroprocaine hydrochloride usual- 
lv emploved is 20 cc. of a 2% solution containing 
epinephrine 1:200,000. For caudal-transsacral block, 
5 ce. of a 2% solution with epinephrine 1:200,000 is 
injected into each sacral foramen, and 20 cc. of the 
same solution is introduced into the caudal canal. 
For epidural anesthesia by the single dose technique, 
both a 2% and 3% solution have been used, with and 
without added vasoconstrictors. The volume injected 
varies with the concentration of the solution employed 
and the operative procedure or areas to be anesthe- 
tized. In general, the volume should not exceed 25 to 
35 ce., especially when the 3° solution is used. Further 
study is necessary to determine the precise dosage 
for continuous epidural anesthesia. 

Applicable commercial name: Nesacaine Hydrochloride. 

Maltbie Laboratories Division, Wallace & Tiernan Inc., co- 
operated by furnishing scientific data to aid in the evaluation of 
chloroprocaine hydrochloride. 


Intramuscular Use of Erythromycin 


The Council has evaluated the usefulness and safety 
of intramuscularly administered erythromycin (Lotv- 
cin). On the basis of currently available evidence, the 
Council concluded that this use is justified in certain 
situations. Thus, the antibiotic may be used for the 
treatment of severe infections caused by beta-hemolv- 
tic steptococci, pneumococci, and micrococei and in 
patients who are allergic to penicillin or whose organ- 
isms, notably micrococci, are resistant to penicillin 
but sensitive to erythromycin. For therapy of the sus- 
ceptible infections, intramuscular administration 
should be reserved for patients in whom oral medica- 
tion is not feasible or intravenous administration of 
soluble salts of the drug is difficult or impractical. 
These limitations are necessitated by the pain that the 
drug may produce at the site of injection. Although 
sterile abscess formation and other signs of local tissue 
irritation ordinarily are not observed after the usual 
doses, pain and induration may follow intramuscular 
administration of larger doses. 

When indicated, erythromycin is administered by 
deep intramuscular injection, preferably in the gluteal 
muscles or the outer aspect of the thigh, in average 
doses of 100 mg. (2 cc. of a solution containing 50 mg. 
per cubic centimeter ). This may be repeated at 4 to 6 
hour intervals as needed and as tolerated by the pa- 
tient. No more than 4 cc. of the solution should be 
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injected at one time, and the site of administration 
should be changed for each subsequent injection. 
Administration in the arm muscles should be avoided 
because of associated pain. In general, the use of 
ervthromycin given intramuscularly in infants should 
be avoided because of the relatively small muscle 
mass. In those instances in which the intramuscular 
administration of ervthromycin is necessary in infants, 
proportionately smaller doses should be used. 

The Council voted to amend New and Nonofficial 
Remedies accordingly to describe the intramuscular 
use of ervthromvcin. 


Eli Lilly & Company cooperated by furnishing scientifie data 
to aid in the evaluation of the intramuscular use of erythromycin. 


Oral Use of Phytonadione 


The Council has evaluated the oral use of 
phvtonadione (Mephvton) for the treatment of 
hypoprothrombinemia induced by — anticoagulant 
therapy and other conditions characterized by over- 
prolonged prothrombin times. On the basis of current- 
ly available evidence, the Council conchided that 
phytonadione is effective by the oral route and that 
this route is preferable to intravenous administration, 
except in emergency situations in which bleeding is 
imminent or has actually occurred or in patients in 
whom oral therapy is impractical or contraindicated. 
Thus, the drug may be used to combat hypopro- 
thrombinemia, whether caused by anticoagulant 
therapy, inadequate absorption or endogenous pro- 
duction of vitamin K, neonatal deficiency of pro- 
thrombin, or the toxic action of agents such as 
salicvlates and phenylbutazone. 

For the nonemergency treatment of hvypoprothrom- 
binemia induced by anticoagulant therapy, initial 
doses of 5 to 10 mg. should be administered orally. If 
a subsequent determination of prothrombin time indi- 
cates the need for more vigorous therapy but does not 
indicate the necessity for intr wenous medication, ad- 
ditional doses of 15 to 25 mg. or more may be admin- 
istered orally. Liamediate intravenous infusion of 10 
to 50 mg. of phytonadione in an emuls:on is indicated 
for the emergency treatment of undue hypopro- 
thrombinemia induced by anticoagulant therapy. For 
the treatment of hypoprothrombinemic conditions of 
other etiology, the drug is administered either intra- 
venously or orally, depending on the severity of the 
situation. Dosage by either route is the same and 
usually ranges from 2 to 20 mg.; on occasion, as much 
as 25 to 50 mg. may be necessary. If prothrombin 
deficiency is caused by obstruction of bile or loss of 
it through biliary fistula, bile salts should be given 
with orally administered phytonadione. 

The Council voted to amend New and Nonofficial 
Remedies accordingly to describe the oral use of 
phytonadione. 


Merck Sharp & Dohme Research Laboratories, Division of 
Merck & Co., Inc., cooperated by furnishing scientific data to 
aid in the evaluation of the oral use of phytonadione. 
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THE ADENOVIRUSES 


Studies of a group of viruses variously named (AD 
for “adenoid degeneration,” RI for “respiratory ill- 
ness,” and APC for “adenoidal-pharyngeal-conjuncti- 
val’) have resulted in their being classed together and 
called the adenoviruses at the suggestion of a group 
of virologists.'! This action was taken in view of the 
fact that certain characteristics were observed in all 
these viruses. All types (1) grow only in tissue cul- 
tures of certain human or simian cells, (2) produce 
cytopathogenic changes in such cultures, (3) are 
nonpathogenic for the usual laboratory animals, (4) 
are heat labile, (5) are filterable, (6) are resistant to 
antibiotics and ether, and (7) have a group-specific 
but not type-specific, soluble, complement-fixing 
antigen.” Hilleman and co-workers’ found evidence 
that the RI-67 group of viruses, now known as type 4, 
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cause a large proportion of cold-agglutinin-negative 
cases of primary atypical pneumonia and an acute 
respiratory disease (ARD) that Ginsberg and _ co- 
workers * believe is a clinical entity distinct from 
primary atypical pneumonia and from the common 
cold. This disease runs a short but acute febrile 
course, with cough and hoarseness the chief respira- 
tory symptoms. In another study, Hilleman and co- 
workers > observed an epidemic of this disease in a 
group of recruits. In this epidemic 25% had to be 
hospitalized, 25% were treated as outpatients, and 
the rest although not clinically ill all showed labora- 
tory evidence of infection. Bell and co-workers * found 
that, after swabbing the conjunctivas of a group of 
volunteers with adenovirus, laboratory evidence of 
infection in all subjects and clinically recognizable 
illness in 94% of those whose serum prior to inocula- 
tion contained no immune bodies could be demon- 
strated. Huebner and co-workers® have shown that 
these viruses readily spread from person to person. 

According to Rowe and Huebner,’ at least 14 sero- 
logic tvpes have been separated on the basis of neu- 
tralization tests. Laboratory diagnosis of the group by 
complement fixation is comparatively easy, but the 
diagnosis of the type is still a tedious process. All of 
the types recognized have not been widely studied, 
but evidence that types 1, 2, and 5 are frequently 
associated with febrile respiratory infections in young 
children is accumulating. Type 3 causes a new entity 
that Rowe and Huebner call pharyngoconjunctival 
fever, which is most frequently seen in children. Types 
4 and 7 cause much of the acute respiratory disease 
and primary atypical pneumonia seen. Types 6 and 10 
cause conjunctivitis, and type 8 is believed to cause 
epidemic keratoconjunctivitis. According to Jawetz 
and co-workers,” types 1, 2, 5, and 6 can be isolated 
from the tonsils and adenoids of many persons but 
they do not often spontaneously cause disease. In 
another article, Bell and co-workers” state that type 
3 is definitely a pathogen but that 25 to 40% of the 
cases of infection with this virus go unrecognized un- 
less they are seen as part of an epidemic. 

Bell” used a heat-and-formalin-killed type 3 vaccine 
and found that the resulting antibody formation pro- 
tected volunteers against challenge in the same 
proportion as a group of adults with naturally acquired 
immunity were protected. There were no untoward 
local or systemic reactions to the vaccine. On the basis 
of these observations, Bell and co-workers '° used a 
commercially prepared trivalent vaccine (type 3, 4, 
and 7) on 4,000 recruits. Substantial antibody respon- 
ses to all three types and protection against acute 
respiratory disease caused by type 4 were observed. 
Because the hospital admission rate for adenovirus 
infections is so great in recruits, Hilleman and his 
group developed a tormalin-killed bivalent (types 4 
and 7) vaccine. Their results, described in this issue 
(pages 4 and 9), were encouraging. The vaccine 
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was found to be safe and effective, and after its use 
the neutralizing antibody titer level against adeno- 
virus type 3 was as great as those against types 4 and 7. 

The advent of simpler methods of isolating viruses 
in tissue cultures has facilitated the recognition of 
hitherto unrecognized viruses, some of which are 
disease agents and some of which form part of the 
normal viral flora of the body. Evidence is accumulat- 
ing that many types, if not all, of the adenoviruses are 
disease agents and that most adults have experienced 
infection with one or more types of this group. 
Earlier hopes that all respirttory diseases of unknown 
origin could now be attributed to these newly recog- 
nized viruses, however, have not materialized, and as 
vet there is no easy laboratory method of differentiat- 
ing the various types of adenoviruses. Great progress 
has been made, and there is no reason to believe that 
many problems connected with respiratory diseases of 
viral origin will not be solved in the foreseeable future. 


NEW DEMOGRAPHIC DATA 


An abundance of new facts of interest to physicians 
is supplied by the recent report “Health and Demo- 
graphy” from the U. S. Department of Health, Educa- 
tion, and Welfare.’ The physician's interest in vital 
statistics as applied to ethnology and anthropology 
has both scientific and personal reasons. Many of the 
scientific aspects of the present collection of data are 
pointed out in an excellent commentary that goes 
with the many tables and charts. This general commen- 
tary, as is noted in the foreword, necessarily omits 
many of the insights significant for specific programs. 
Such insights will be supplied easily by the reader. 
The basic facts are there, to serve varying purposes 
for a long time to come. A few points have been 
selected for examples here. 

The graph for the population of the United States, 
with or without the extension predicted on the as- 
sumption of fertility rates continuing at the 1954-1955 
level, still has much the shape of a compound-interest 
curve: it has been rising more steeply each year. It 
is very much the kind of curve one would predict for 
a young countrv where famine, sickness, and crime 
were not vet offsetting the abilitv of the human race to 
increase in a geometric progression. The commentary 
points out that a major breakthrough on one of the 
leading causes of death would make the curve rise 
even more steeply. The facts reported by the demog- 
rapher must be accepted; they agitate people who 
think in negative terms but inspire those who try to 
think positively. The facts and probabilities favor 
population growth, and this means continued neces- 
sary increases in the number of physicians, nurses, 
other health personnel, health facilities, and innumer- 
able other social agencies. 
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Charts contrasting the marked decline in the mor- 
tality of the young with the comparatively stationary 
mortality of the old remind the physician of the urgent 
problems of disability, chronic disease, and malignant 
neoplasms in the later years of life. The many tri- 
umphs over diseases of childhood have caused the 
curve for percentage distribution of the population by 
five-vear age groups to assume a curious shape with 
few precedents in the history of mankind. In 1950, 
for instance, there was a larger percentage of people 
in the 15-19 year age group than in any other. It is 
hard to imagine this as anything but a temporary 
condition, but before pediatrics made its astonishing 
advances this would have been inconceivable in a 
country with a steady birth rate. 

There are several times in the career of the physi- 
cian when he faces the need of deciding where he 
shall live: during his school years, during the period 
of his professional activity, and after his retirement. 
Many of the data as to the geography of disease and 
longevity are therefore of personal interest to him. 
The present booklet contains some items of extra- 
ordinary interest in that connection. One map gives 
the density of population by counties and shows that 
there are still sizable areas with populations under 
2 per square mile. This may comfort those who have 
been disquieted by the disappearance of vacant lots 
in cities, the shrinkage of countryside between sub- 
urbs, and the lack of residual spaces where airplanes 
can fly without danger of falling on people. It also 
suggests places for retirement, for vacations, and for 
investments in real estate. For anyone planning to 
move, however, caution is suggested by another group 
of maps. There are sizable differences among the states 
as to extent of industrialization, levels of income, and 
expectancy of life. Some maps show the percentage 
of change in population of states and counties; they 
indicate that some states have gained by more than 
20% in population from 1950 to 1954, while others 
have lost by more than 2%. The reasons for such 
migration should be studied by anyone planning to 
change his place of residence. Several maps show in 
various ways the extent of internal migration within 
the United States. This phenomenon, whatever the 
conditions may be that encourage it, is one of the 
most healthful aspects of American life. It makes 
possible the escape of labor from conditions that, at 
times and places in the past, have threatened to de- 
generate into serfdom; it makes possible the escape 
of any individual or family from an oppressive social 
or geographical climate. In short, it helps with the 
innumerable little personal adjustments whereby 
small-scale miseries are kept from adding up to large- 
scale social dislocations. 


1. Health and Demography, Public Health Services Publica- 
tion 502, U.S. Department of Health, Education, and Welfare, 
Public Health Service, Bureau of State Services, National Office 
of Vital Statistics, Oct., 1956. 
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ABSTRACT OF PROCEEDINGS OF THE HOUSE OF DELEGATES OF THE AMERICAN MEDICAL 
ASSOCIATION AT THE CLINICAL MEETING IN SEATTLE, NOV. 27-30, 1956 


The actions of the House of Delegates at the Seattle 
Meeting are herewith abstracted so that the readers may 
have this information in digest form. The official pro- 
ceedings will be made available, as in the past, in a 
booklet, which will be sent to all members of the 
House of Delegates and officers of the American Med- 
ical Association by the Secretary. This booklet will not 
be available for several weeks.—Ep. 


Invocation 


The Rt. Rev. Stephen F. Bayne Jr., Bishop of Olym- 
pia, pronounced the following invocation: 

Let us pray. O Sovereign Lord, from whom all life 
and health comes, we beseech Thee to behold and 
bless the work of all physicians. Thou, who by the 
example of blessed Luke, the physician, blessed the 
work of the healers of men’s bodies and minds, do 
Thou now bless our work and our thought. Grant us, 
O Blessed Lord God, to remember always that Thou 
didst come into this world not to be ministered unto 
but to minister and to give Thy life a ransom for many. 
So take into Thy generous and gracious keeping all 
who give themselves in the service of their fellow men. 
Help us, we pray, to remember that man is body and 
soul, that healing is one and that all healing is Thine. 

Guide and enlighten Thou, as we meet, the minds 
and hearts of those who seek to serve Thee and the 
truth. As we are not able to please Thee without Thy 
grace, we beseech Thee to pour Thy grace into our 
hearts that what we here do and say may be to Thy 
glory and to the well-being of Thy children. And 
finally, O Lord God, put into our hearts an endless 
anger against all ruthless power that destroys life, and 
in Thy mercy grant to this world Thy peace and a 
just order and an abiding reverence for life and an 
eternal concern for healing. All this we pray in His 
name, from whom all strength cometh, Jesus Christ, 
our Lord. Amen. 


Preliminary Report of Reference Committee on 
Credentials 


Dr. R. T. Johnstone, Chairman, Section on Preven- 
tive Medicine, reported that 182 delegates were pres- 
ent. 

The Speaker, Dr. E. Vincent Askey, announced that 
more than a quorum was present and declared the 
House open for business. 


Report of Reference Committee on Rules and Order 
of Business 


Dr. Orwood J. Campbell, Chairman, Minnesota, sub- 
mitted the following report, which was adopted: 

Your Reference Committee on Rules and Order of 
Business wishes to recommend that (1) the record of 
the Reference Committee on Credentials shall stand 
as the official roll call at each meeting of the House; 


(2) the order of business distributed to the House 
shall be the official order of business; this may be 
varied by the Speaker at his direction subject to ob- 
jection sustained by the House; and (3) the Speaker 
may grant the privilege of the floor to such persons 
as may be presented by the President or Chairman of 
the Board of Trustees or others who may expedite the 
business of the House subject to objection sustained 
by the House. 


Adoption of Minutes of Chicago Annual Meeting 


On motion of Dr. J. Mather Pfeiffenberger, Illinois, 
seconded by Dr. Walter E. Vest, West Virginia, and 
carried, the mintes of the annual meeting held in Chi- 
cago, June 11 to 15, 1956, were adopted as printed in 
THe JouRNAL of the American Medical Association. 


Announcement Regarding General Practitioner 
of the Year Award 


Dr. Gunnar Gundersen, Chairman of the Board of 
Trustees, announced that a special committee of the 
Board had selected Dr. Edward M. Gans of Harlow- 
ton, Mont., to receive the General Practitioner of 
the Year award. 


Presentation and Remarks of Dr. Andy Hall 


Dr. Harold M. Camp, secretary of the Illinois State 
Medical Society, was given the privilege of the floor 
to introduce Dr. Andy Hall, Mount Vernon, IIl., recipi- 
ent of the General Practitioner of the Year award in 
1949. Dr. Hall addressed the House as follows: 

I certainly appreciate the honor that you conferred 
on me years ago. One of my chief diversions is attend- 
ing medical meetings. | began 66 years ago, at which 
time I graduated from Northwestern University. I 
have had a very happy career, and I am glad to belong 
to a medical group that has done more to advance 
our civilization than any other trade or profession. 
Just how long I shall be able to attend these medical 
meetings I don’t know, but, when I get to the place 
where I can’t attend a medical meeting, I am ready 
to check out. 


Introduction and Remarks of Dr. John M. Travis 


The Speaker called to the rostrum, Dr. John M. 
Travis, Jacksonville, Texas, General Practitioner of the 
Year for 1952, who spoke as follows: 

In 1952, I had the great honor of being the General 
Practitioner of the Year of the United States. It is the 
greatest honor that I have had conferred upon me. I 
really enjoyed it. | put in most of my time visiting over 
the country. I think I went into 28 states and was on the 
program 32 times. I spent a little money and had a lot 
of fun. As Dr. Hall says, I think it is one of the great- 
est honors that can be conferred upon a man. Just 
being « modest Texan, I accepted that honor. It is a 
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great honor, and I am sure it is one of the greatest 
things that the general practitioner has. We look for- 
ward to it every year. | have not missed a meeting 
since I had that honor, and Dr. Hall and I meet here 
to thrash out things that some of the Board have 
passed on. Generally, you get a man that doesn't live 
as long as Dr. Hall, who just keeps on and on and on, 
and | am trying to follow in his footsteps. 


Presentation of General Practitioner of the 
Year Award 


The Chairman of the Board of Trustees, Dr. Gunnar 
Gundersen, presented to Dr. Edward M. Gans, Har- 
lowton, Mont., the General Practitioner of the Year 
gold medal, with the following remarks: 

I am happy to announce that a committee of the 
Board of Trustees today selected Dr. Edward M. Gans, 
80, of Harlowton, Mont., to receive the American 
Medical Association’s General Practitioner of the Year 
award. 

Dr. Gans, who has been a member of the Montana 
Medical Association and the American Medical Asso- 
ciation for 44 vears, has a record of more than 50 years 
of general practice behind him. He practiced medicine 
in Judith Gap, Mont., for 17 vears, and he is in his 27th 
vear of practice in Harlowton. Before going to Mon- 
tana, he practiced one vear in Dickinson, N. D., and 
six years at Eveleth, Minn., for a grand total of 5] 
years of service to mankind. Known as “Old Doc” 
Gans to distinguish between him and his two doctor 
sons, this tall, lean man whom we honor today has 
helped to deliver babies in automobiles, box cars, and 
ranch homes. He estimates that he has delivered 
enough babies to populate Petroleum County, Mont. 
His oldest son, Dr. Paul Gans, is practicing medicine 
in Lewistown, Mont., and his other son, Dr. Edward 
Gans, is carrying on an eve, ear, and nose practice in 
Oakland, Calif. 

Last September when the house of delegates of the 
Montana Medical Association selected Dr. Gans to 
receive the General Practitioner award for the State 
of Montana, a newspaper, The Daily Missoulian, paid 
him one of the finest editorial tributes that could be 
paid to any doctor. It was stated in the newspaper, 
and quote: 

Dr. Gans is a rugged fellow of 80 years whose career is in the 
best American tradition. The “riches” part of the “rags to riches” 
story may have to be measured in — to mankind, but if so 
there is an ample amount. “Doc” Gans, like many another who 
has gone up the ladder to inevitable achievement, started on a low 
rung. Eighty years ago last December he was born in Minnesota, 
one of a family of 13 children of immigrant parents to reach 
maturity. He attended and then taught in rural schools, com- 
pleted a normal college course and was a school principal for a 
couple of years before graduating from the University of Minne- 
sota Medical School. Through his long period of practice, he has 
stayed on through good years and bad, giving the people who 
depend on him the best he has. Entirely apart from his medical 
knowledge, that is considerable, his kindly manner and down- 
to-earth philosophy endear him to his community. 


Along with his busy practice, Dr. Gans found time 
to serve as mayor of Judith Gap and for eight years 
was coroner of Wheatland County. 

After he was named Montana's General Practitioner 
of the Year, his son Paul received a letter from an old 
friend of the family, P. L. Haegen of Buffalo, Mont. 
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It was a long letter, but parts of it express so well the 
professional philosophy of the man we selected as the 
American Medical Association “G. P.” of the year. The 
letter said in part: 

He has been more than just a doctor in our times of need. In 
the winter of 1920 when the whole family was down with scarlet 
fever, Dr. Gans not only tended to those in the household but 
also to the livestock until he could arrange for a man to help out. 
During that time we lost our first born to the fever and he was 
kindness itself with a steady and sustaining faith that helped as 
no words could do. We sure hated to see him leave the Gap in 
1929. We were there in the Gap the day he moved his beloved 
house to Harlowton. It was one of the few times | ever saw my 
mother cry. Perhaps a woman knows better than a man what a 
doctor can mean to a community or to a person, 


I am happy, on behalf of the Association, to desig- 
nate vou, Dr. Gans as the General Practitioner of the 
Year and to present you with this medal in token of 
our esteem and good wishes. 


Remarks of Dr. Edward M. Gans 


Dr. Edward M. Gans, Harlowton, Mont.,  ac- 
cepted the General Practitioner of the Year award 
with the following remarks: 

Gentlemen, you can't know how much | appreciate 
this honor that you have bestowed upon me. Really, 
it is more than I expected. | have always tried to 
practice medicine in accordance with the code of 
sculapius and Hippocrates, and [| will say this for 
myself, that | have never said a bad word against 
anv doctor. I recall one instance where | was called 
out in the country about 40 miles northwest of Judith 
Gap to see a lady. It was a night call. She said she had 
been sick for a week, she had had a doctor out in 
Lewistown, and he was no good. | said, “Well, that’s 
a good doctor.” She said, “Not with me.” “Have you 
paid the doctor?” She said, “No, and | won't.” I said, 
“Then you won't pay me either,” and she didn’t. That 
is the kind of stuff we run across. 

I have enjoyed my 51 vears of practice. | am still 
practicing medicine, | make night calls, and I am 
going to keep on doing it until the old grim reaper 
gets me. Again IT want to thank you gentlemen for 
this honor which vou have bestowed upon me. You 
cant imagine how much | appreciate it. 


Citation to Ciba Pharmaceutical Products, Inc. 


Dr. Dwight H. Murray, President, presented a cita- 
tion to Ciba Pharmaceutical Products, Inc., with the 
following remarks: 

Two years ago last September, a new television 
program was introduced to the general public. It was 
Medical Horizons, presented by Ciba Pharmaceutical 
Products, Inc., in cooperation with the American Med- 
ical Association. The program, which features “live” 
pickups from hospitals, medical schools, and research 
institutions, is now in its third year. Unlike many tele- 
vision programs that lose popularity with the passing 
of time, “Medical Horizons” now has a larger audience 
than ever before. 

Many people have asked me the meaning of the 
phrase “in cooperation with the American Medical 
Association” as used on this television show. It means 
that the Association checks the subjects to be used, 
the physicians to appear, and both the program and 
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advertising commercial scripts. This is our way of 
making sure that the medical information reported 
is sound and accurate. 

By presenting “Medical Horizons,” Ciba is pertorm- 
ing a distinct service to the medical profession. The 
television audience, which makes up a vast segment 
of our population, sees our physicians at work and 
learns their important role in improving the health of 
our nation. For this reason, the Board of Trustees is 
presenting a special citation to Ciba. Here today to 
receive it is Mr. T. F. Davies Haines, President of 
Ciba Pharmaceutical Products, Inc. 

The citation presented to Mr. Haines reads as tol- 
lows: 

The American Medical Association takes pleasure in present- 
ing this citation to Ciba Pharmaceutical Products, Inc., for the 
service it has performed to the medical profession and to the 
nation through its weekly television series, Medical Horizons. By 
accurately and dramatically telling the story of medicine and 
medical progress through “live” pickups from hospitals, medical 
schools, and research laboratories, you have given the general 
public a new insight into the work and achievements of its 
doctors. 

Because of these outstanding contributions to medicine, you 
have proved yourself deserving of this special recognition. 
Dwight H. Murray, M. D., President 
Gunnar Gundersen, M.D., Chairman, Board of Trustees 
American Medical Association Nov. 27, 1956 

Remarks of the President of Ciba 

Mr. T. F. Davies Haines, President of Ciba Phar- 
maceutical Products, Inc., addressed the House as 
follows: 

Mr. President, Mr. Speaker, and Gentlemen: It is 
with real pride and satisfaction that 1 receive this 
citation on behalf of Ciba Pharmaceutical Products. 
The fact that you have awarded it to us shows that 
we have in large measure succeeded in accomplishing 
what we set out to do when, two vears ago, we began 
our series of television programs which was, in the 
words of your citation, to give the American public a 
new insight into the work and achievements of the 
American doctor. 

Ciba exists to serve the doctor and, through him, 
the public, and for the past 60 to 70 vears it has en- 
deavored to make the association with the practicing 
physicians as close as possible. Thus, Ciba has a very 
real appreciation of the enormous accomplishments of 
the doctor. This appreciation has been gained in a 
number of ways, the most important of which is prob- 
ably in the field of research. As an ethical pharma- 
ceutical company, Ciba bases all its activities on re- 
search. It is only by constant and extensive research 
that companies like Ciba can furnish the medical pro- 
fession the new and continuously improved products 
that have plaved such an important part in enabling 
physicians to raise the standard of medical care to its 
present high level. A great deal of this research must 
necessarily be conducted in our own laboratories. It is 
there that the chemical research is done which forms 
the basis for every new product. It is also in our lab- 
oratories that most of the pharmaceutical and physio- 
logical work is done as well as the extensive toxicity 
tests that must precede any clinical testing. But for the 
final and all-important clinical research, we must de- 
pend on the medical men who are devoting their lives 
to caring for the sick in the hospitals and _ clinics 
throughout the country. It is they who must find out 
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how our drugs act on human beings, what are the 
indications for them, the proper dosage, and, of course, 
the contraindications. 

We naturally appreciate that the approved medica- 
tions which we plav our part in providing are only 
one, although an important, element in the progress 
made in the past generation in medical care, We are 
fully aware of the tremendous strides that have been 
made in surgery, rehabilitation, and other forms of 
treatment and care. It is thus readily understandable 
why most of our programs have been devoted to show- 
ing the progress that is being made in these other fields 
and why, in paving our tribute in these TV programs 
to the American doctor, we have done our best to 
give a well-balanced picture of what he is doing in the 
clinics and other research centers throughout the 
United States. 

Finally, | wish to express our appreciation for the 
constant assistance, advice, and encouragement we 
have received from vour Association in producing 
these programs. It is a real pleasure and satisfaction 
for us to work with vou in achieving our common 
goal which trulv has given the American people a 
real insight into, and, we hope, a sense of appreciation 
and gratitude for the selfless and untiring work and 
outstanding achievements of the American doctor. 


Remarks of the Speaker, Dr. E. Vincent Askey 


Dr. E. Vincent Askey, Speaker of the House, pre- 
sented the following remarks, which, with the excep- 
tion of item 2, were referred to the Reference Com- 
mittee on Reports of Officers. Item 2 was referred to 
the Reference Committee on Amendments to the Con- 
stitution and Bylaws. 

We members of the House of Delegates have great 
responsibility to our profession. We must enunciate 
policy; we must recommend action; we must be alert 
at all times to protect the medical welfare of the pub- 
lic and that of our members. It has been said, “Of him 
to whom much is given much will be required.” To us, 
as doctors, much has been given in education, in 
opportunity, and in respect and love from our patients. 
Perhaps that is why people require so much from us 
and criticise us so freely. We, the governing body of 
the American Medical Association, are under especial- 
ly critical observation by the public at all times during 
our meetings. We strive to accomplish those things 
which will promote the welfare of the public by 
bringing good medical care to our patients. 

However, some things in which the public ardently 
believes are not always in the best interest of the 
public. When we speak out against these things that 
people have become accustomed to or have fixed 
ideas about, they are apt to misinterpret our motives 
and to react violently, to the detriment of our protes- 
sion as well as their own welfare. 

i. One subject we as members of the House of Dele- 
gates should consider carefully has to do with pro- 
posed resolutions which are presented to our House. 
[ would call attention to the fact that no resolution 
presented to this House represents anything but the 
opinion of the man or group introducing it until it 
has been passed by this House. Therefore, any pro- 
posed resolution has no standing nor has it any impli- 
cation at all until the House has acted on it. At times 
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perfectly rational and fair propositions have been mis- 
understood and by reason of that misunderstanding. 
wrong statements have been disseminated by inter- 
ested spectators to the discredit of our profession and 
the injurv of the public. We do not believe that there 
has been malice in this except in rare instances. To 
avoid these misunderstandings, | suggest that all reso- 
lutions be caretully reviewed as to form, verbiage, and 
intent, and in order to prevent any misinterpretation, 
that vou consider submitting vour resolution tor re- 
view to officers of this House or appropriate staff. The 
intent or object of the resolution will thus remain un- 
changed, but the probability of wrong interpretation 
by the public will be reduced. A sentence from an 
editorial in the Exeter, Calit., Sun, speaking in regard 
to a resolution passed by our House, is significant: 
“Probably the greatest mistake of the A. M. A. is in- 
adequate consideration of its public relations when 
phrasing resolutions.” We wish to have the public 
know what we are doing. We want to cooperate with 
the press. However, we do not relish having our 
actions misinterpreted, nor our motives misjudged. 

2. Another very important matter is that of the 
modus operandi of elections. In our Bylaws, Chapter 
XIV, Section 2 (A), the time of election is designated 
to be on the fourth day of the session following the 
reports of committees and the final report of the Board 
of Trustees. This has caused some loss of time and a 
great deal of contusion in the past. 

I recommend that the Reference Committee on 
Amendments to the Constitution and Bylaws, to which 
this portion of this speech will be referred, consider 
the advisability of change at this session. | recommend 
that the Bylaws, Section 2 (A) of Chapter XIV, be 
changed to read as follows: 

Election of Officers.—Section 2. (A) Time.—Officers of the 
Association shall be elected by the House on the fourth day of 
the annual session. The House may set the time or hour of such 
election by adopting an appropriate motion, The Reference Com- 
mittee on Rules and Order of Business at each annual session 


shall consider this matter and shall make recommendation to the 
House. 


3. Your Speaker would call attention to the files 
that were passed out to you. We all know that the 
innovation of the covers that Saunders Company have 
been glad to give us before has been very helpful to 
us. If vou will note, they were used today, and in one 
side were put the resolutions which are in our hands 
and in the other side supplementary reports and spe- 
cial reports. That was done for a special reason. Be- 
cause, as they are introduced numerically, you have 
them in order of their introduction. 

Your Vice-Speaker and | telt that if vou had a file 
on which each reference committee's name was placed, 
so that you would know where everything went, and 
as a resolution or a report is received, if you placed it 
in the appropriate file for that committee, it would be 
verv helpful. Then as vou go to the reference com- 
mittee, you have immediately available betore you all 
the material that goes into that committee. You do not 
have to hunt through the numbers to find out whose 
name it is or anything else, and, at the end of the 
session, if you will just fold this flap in and take it 
home with you, you have in your hands at all times 
what was done by each committee and what hap- 
pened. Please do not put anything in these folders 
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until the report or resolution is referred by the Chiair. 
Then, as it is referred, put it m its appropriate place 
and carry it. | think if you will use it in that way you 
will find that the proceedings of this House and the 
functions of our reference Committees will be helped 
a great deal. 

Your Speaker and Vice-Speaker are at vour service, 
and if vou have questions we shall be happy to answer 
them. We wish to thank vou for your consideration 
and cooperation that vou have evinced so many times. 
Sometimes the going is difficult, but with vour help 
we hope to conduct an efficient House. Parliamentary 
procedure will be enforced strictly at times of con- 
troversy. Leniency will be extended when it is deemed 
expedient to the best interests of the House. Your 
Speaker will consider promptly any objections to pro- 
cedure and will carry out the wishes of the House at 
all times. 


RereRENCE ComM™MITrEE APPOINTMENTS 


The Speaker announced the following list of refer- 
ence committee assignments, and called on the chair- 
man of each committee to stand as his name was 
called: 


AMENDMENTS TO THE CONSTITUTION AND BYLAWS 


Laurence S. Nelson, Chairman, Kansas 
Clifford C. Sherburne, Ohio 

Leopold H. Fraser, California 

Peter M. Murray, New York 

Louis C, Heare, Texas 


Boanp or Trustees aNp REPORTS OF 


Charles G. Hayden, Chairman, Massachusetts 
Wyman D. Barrett, Michigan 

R. J. Azzari, New York 

Reuben A. Benson, Washington 

Frank H. Krusen, Section on Physical Medicine 


CREDENTIALS 


R. T. Johnstone, Chairman, Section on Preventive Medicine 
Arthur A. Lampert, South Dakota 
Spencer A. Kirkland, Georgia 
Edward B. Tuohy, Section on Anesthesiology 
Stanley B. Weld, Connecticut 
EXECUTIVE SESSION 

William D. Stovall, Chairman, Wisconsin 
Miltord O. Rouse, Texas 
Vincent W. Archer, Virginia 
Paul A. Davis, Ohio 
Charles L. Shater, Pennsylvania 

Hyciene, AND INpUsTRIAL HEALTH 
Paul D. Foster, Chairman, California 
John N. Gallivan, Connecticut 
Raymond T. Holden, Washington, 
Edgar V. Allen, Section on Experimental Medicine and Thera- 

peutics 

Lall G. Montgomery, Section on Pathology and Physiology 


INSURANCE AND MEDICAL SERVICE 


George A. Earl, Chairman, Minnesota 
James P. Hammond, Vermont 
J. Mather Pfeiflenberger, Illinois 
J. Wallace Hurff, New Jersey 
William F. Brennan, Pennsylvania 
LEGISLATION AND PusLIC RELATIONS 
John F, Lucas, Chairman, Mississippi 
Samuel J. McClendon, California 
Percy E. Hopkins, Illinois 
Norman A, Welch, Massachusetts 
Grover C. Penberthy, Section on Surgery, General and Abdominal 
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Mepicat EpucATION AND HOSPITALS 


William A, Hyland, Chairman, Michigan 
Thomas J. Danaher, Connecticut 

James Z. Appel, Pennsylvania 

Gerald D. Dorman, New York 

Frank A. MacDonald, California 


MepicaL Mitirary AFFAIRS 
Frank J. Holroyd, Chairman, West Virginia 
Wesley W. Hall, Nevada 
Archie O. Pitman, Oregon 
H. Relton McCarroll, Section on Orthopedic Surgery 
Wilkie D. Hoover, Oklahoma 


\LiscELLANEOUS BUSINESS 


Peter J. DiNatale, Chairman, New York 

Carll S$. Mundy, Ohio 

Thomas W. McCreary, Pennsylvania 

Robert R. Kierland, Section on Dermatology 

Bruce E. Bradley, United States Navy 
Reports OF OFFICERS 


Millard D. Hill, Chairman, North Carolina 
Robert N. Larimer, lowa 

Durward G. Hall, Missouri 

Aldrich C. Crowe, New Jersey 

Roy A. Wolfoid, Veterans Administration 


RULES AND ORDER OF BUSINESS 
Orwood J. Campbell, Chairman, Minnesota 
Walter P. Anderton, New York 
George D. Johnson, South Carolina 
Charles M. Hamilton, Tennessee 
Gordon F. Harkness, Section on Laryngology, Otology, and 
Rhinology 


SECTIONS AND SECTION WorK 

L. Samuel Sica, Chairman, New Jersey 
Charles J. Ashworth, Rhode Island 
James H. Wooten Jr., Texas 
Charles L. Leedham, Section on Military Medicine 
R. Stanley Kneeshaw, California 

TELLERS 
John S. DeTar, Chairman, Michigan 
Edward E. H. Munro, Colorado 
Harry L. Arnold Jr., Hawaii 
Walter C. Bornemeier, Illinois 
H. Linton January, New Mexico 

SERGEANTS-AT-ARMS 


H. Thomas McGuire, Master Sergeant, Delaware 
C. Paul White, Hlinois 
F. Sanchez-Castano, Puerto Rico 


Speaker Askey continued his remarks as follows: 

Your Speaker would again call attention to various 
factors that are considered in appointing committees. 

The House of Delegates, as you know, has three 
classes of committees: (1) Standing committees 
(Councils) which are elected by the House; (2) 
reference committees appointed by the Speaker; (3) 
special committees which are established by action 
of the House and the manner of appointment de- 
termined by the House. 

When members are working on or recently have 
been on councils or special committees, they are not 
as a rule appointed to reference committees because 
of possible conflict in time or duty. Geographical lo- 
cation and ratio of state memberships are factors also 
considered. Ability or special knowledge are taken into 
consideration. Peculiar experience in certain problems 
is sometimes of great importance. It is my intention 
to call on all members for service from time to time 
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and I am sure of your support. Your willingness to 
serve has been remarkable. Please accept my thanks. 

Your Speaker would like again to express his belief 
that no member of a committee should disqualify 
himself unless some item under discussion applies 
specifically to him personally. He should consider all 
matters and decide on his recommendations purely 
on the facts presented to the reference committee. 
He then may either sign the committee report or may 
present a minority report and debate it on the floor 
of the House. 


ProcepurRE OF INTRODUCING RESOLUTIONS 


1. Regular reports that are in before the date of 
meeting and have been published are referred to 
reference committees without discussion. 

2. Supplementary or changes of reports by Board 
of Trustees or councils or standing committees may be 
presented by reading or explanation by the Chairman 
presenting the report. These are matters that have 
been considered by the House. Each report then is 
referred to the proper committee unless the House 
wishes to act without reference to committee. 

3. Special committee reports may be presented in 
full and discussed by the Chairman at his discretion 
because they are reports on matters previously con- 
sidered by the House. They will then be referred to 
proper reference committee and action awaits that 
report. 

4. New business or resolutions on matters not pre- 
viously betore the House will be introduced: (A) By 
number; (B) by title; (C) by name of introducer; 
(D) by reading the resolutions and deleting the 
reading of whereases; (E) reference to proper com- 
mittee. 

Discussion or debate is not in order on the floor 
of the House until the committee reports its findings 
and recommendations unless unanimously agreed by 
the House. Free discussion is in order before the 
reference committee. 


REPORT OF REFERENCE COMMITTEE 
ON REPORTS OF OFFICERS 


Dr. Millard D. Hill, Chairman, North Carolina, 
read the following report, which was adopted: 

Remarks of the Speaker.—Your reterence committee 
wishes to commend Dr. Askey and Vice-Speaker Louis 
Orr for the excellent manner in which they have 
handled the affairs of this House of Delegates. 

Dr. Askev’s remarks, made at the opening session on 
Tuesday, were especially commendable because they 
reflected hard work and sound planning. This com- 
mittee wishes to applaud him for the innovation of 
providing for the first time the green folder which 
serves as a permanent personal file for members of 
the House. Tisis, the committee feels, is an excellent 
idea and should be continued at future meetings. The 
innovation is another reflection of his dynamic leader- 
ship and long range planning as Speaker of the 
House. The committee feels, too, that under Dr. 
Askey’s guidance the business of this House is carried 
on in a most expeditious and orderly manner. For 
that, the committee extends a vote of thanks to him 
and his capable staff. 


, 
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REPORT OF REFERENCE COMMITTEE ON 
AMENDMENTS TO THE CONSTITUTION 
AND BYLAWS 


Dr. Laurence S. Nelson, Chairman, Kansas, pre- 
sented the following report, which, together with the 
proposed amendment to the Bylaws, was adopted: 

Change in Bylaws Affecting Election of Officers.— 
Your reference committee considered Resolution No. 1 
and the pertinent suggestions included in the remarks 
of the Speaker of the House, Dr. Askey, in this regard. 
Both items suggested a change in the wording of 
Chapter XIV, Section 2, of the Bylaws. Inasmuch as 
the language proposed by Dr. Askey would provide 
more leeway in deciding the time of the election of 
officers, the reference committee suggests that it be 
adopted. It is our recommendation that Chapter XIV, 
Section 2 (A), of the Bylaws be amended to read as 
follows: 

“(A) Time.—Officers of the Association shall be 
elected hy the House on the fourth day of the annual 
session. The House may set the time or hour of such 
election by adopting an appropriate motion. The 
Reference Committee on Rules and Order of Business 
at each annual session shall consider this matter and 
shall make recommendations to the House.” 


Address of the President, Dr. Dwight H. Murray 


Dr. Dwight H. Murray, President, delivered his ad- 
dress, which was referred to the Reference Commit- 
tee on Reports of Officers. (See Dr. Murray's address 
in THE JouRNAL, Dec. 15, 1956, pages 1476-1478. ) 


REPORT OF REFERENCE COMMITTEE 
ON REPORTS OF OFFICERS 


Dr. Millard D. Hill, Chairman, North Carolina, sub- 
mitted the following report, which was adopted: 

Address of the President.—Your reference committee 
discussed various points of Dr. Murray’s address to 
this House, and fortunately Dr. Murray himself was 
able to appear for a short time. He elaborated on 
some of the things covered in his address. 

Your committee feels that Dr. Murray's message to 
this House, covering political, social, and economic 
problems relating to medicine, was one of the finest 
delivered by any president of the American Medical 
Association in recent vears. With respect to his ad- 
dress, your committee offers several recommendations: 
(1) That the full text of his address be prepared in 
printed form, preferably in a pamphlet, and distributed 
as widely as possible; (2) that presidents and other 
officers of state medical associations use the points 
covered in Dr. Murray’s address as the basis for 
speeches and talks of their own in their local areas; 
(3) that state medical journals and other medical 
publications give serious thought to the immediate 
printing of his full text. THe JourNAL of the American 
Medical Association will publish the full text, of 
course, but the committee feels that the text should 
also appear in every other medical journal and pub- 
lication so that as many physicians as possible become 
acquainted with the message. 

Dr. Murray's address was given wide dissemina- 
tion through the public press. The two Seattle news- 
papers, for example, published lengthy abstracts on 
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the front page under eight-column headlines. This 
is commendable, but the committee feels that a con- 
tinuing effort must be made through every avenue of 
communication to get medicine’s message, so ably 
expressed by Dr. Murray, to the minds and hearts of 
the American people. Medicine must find a way to 
disseminate as widely as possible its philosophy that 
freedom of practice is in the best interests of the 
people. Government intervention in medicine, as Dr. 
Murray said, is bad medicine for the public. He said 
also, and these are salient points: 

If an apathetic medical profession takes its freedom for 
granted, it will be the beginning of the end... . 

A strong, free profession must work tor freedom so that it 
may live in freedom... . 

Freedom to select a doctor is part of everyone's great f- »edom 
to choose—to choose what he wears and eats, where he ws ~s and 
worships, and how he votes... . 

A nation can drift into state medicine inch by inch fast as 
surely as if the scheme were foisted upon a people overnight. . 

It is time we stood up together for militant freedom and for 
full rights and responsibilities of the individual . . . 

Apathy by the few, or by the many, can be detrimental to 


all. 


These are poignant statements that carry the punch 
of a prize fighter. They sound a warning not only to 
physicians but to the American people as well, and 
your committee feels that it is medicine's job to join, 
warmly and cooperatively, the many other fine, na- 
tional organizations that are fighting for the preserva- 
tion of individual treedoms. It is a job that requires 
expert consultation in the art of mass communication; 
a job that rests with our Board of Trustees for im- 
plementation. Medicine's message, as expressed by 
Dr. Murray and by other fine. hard-working presi- 
dents who preceded him, must be hung on the door 
knobs of every American home. That is our imme- 
diate goal. 


Introduction of the President-Elect, 
DR. DAVID B. ALLMAN 


The Vice-Speaker, Dr. Louis M. Orr, presented to 
the House the President-Elect, Dr. David B. Allman, 
for the purpose of an introduction. 


Remarks of President of Woman's Auxiliary, 
MRS. ROBERT FLANDERS 


Dr. David B. Allman, President-Elect, introduced 
Mrs. Robert Flanders, President of the Woman's 
Auxiliary to the American Medical Association, who 
gave the following address that, together with the 
printed report of the Woman's Auxiliary, was referred 
to the Reference Committee on Miscellaneous Busi- 
ness: 

Mr. Chairman, Members of the American Medical 
Association, and Guests: It is an honor and a happy 
occasion to be here to represent our national auxiliary. 
From over 74,000 members I bring you greetings; 
from over 74,000 doctors’ wives drawn from every 
state in the union, the District of Columbia, Alaska, 
and Hawaii; doctors’ wives who are dedicated to the 
principle of apprising the people of every hamlet, 
every town, and every city of this great country of 
ours of the basic facts pertaining to a life of health, 
vigor, and usefulness. 
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Health Is Our Greatest Heritage is our theme tor 
this year, and our aim is to help preserve this heritage 
for everyone in our nation. How are we doing this? 
By helping the American Medical Association with its 
program for the advancement of medicine and public 
health; by helping increase the sale of Today's Health; 
by giving scholarships to young people training to be- 
come nurses or who are studying in any field allied 
to medicine. Last vear the Auxiliary gave $161,927 in 
loans and scholarships. We also are helping by raising 
money to give to the American Medical Education 
Foundation. Over $106,000 was given to A. M. E. F. 
last year. Since the Foundation was started in 1951, 
the Auxiliary has given $281,392. This vear our quota 
is $140,000. 

We encourage all the members to study the bills 
introduced in Congress pertaining to medicine and 
public health and to know which bills should be 
passed, which shouldn't, and why. We also urge all our 
members to help with mental health programs and 
civil defense, and to participate in drives for health 
agencies such as the American Cancer Society, Ameri- 
can Heart Association, National Tuberculosis Associa- 
tion, and National Foundation for Infantile Paralysis. 
to mention only a few. 

It is the desire of the Woman's Auxiliary to the 
American Medical Association to continue our work, 
to increase our work, and to better our work. Your 
Auxiliary is willing and anxious to help vou at all 
times. We consider it an honor to work with you and 
for vou. Please call on your Auxiliary. 


REPORT OF REFERENCE COMMITTEE 
ON MISCELLANEOUS BUSINESS 


Dr. Peter J. DiNatale, Chairman, New York. read 
the following report, which was adopted: 

Report of Woman's Auxiliary.—Your reterence com- 
mittee notes with pride the good work being done by 
the 74,348 members of our Woman's Auxiliary. The 
continued efforts to increase membership in the Ameri- 
can Medical Association so that more of the doctors’ 
wives may participate in the affairs of the Auxiliary is 
hereby commended. The Auxiliary’s contribution to 
the American Medical Education Foundation in 1955- 
1956 was over $106,000, and since 1952, it has con- 
tributed over $281,000. For this the Auxiliary merits 
our sincere thanks. The increase in the sale of Today's 
Health is also noted. The Auxiliary expended $148,000 
for various nurse and medical personnel activities. 
Your committee recommends this program and urges 
its expansion if possible. The programs in safety, rural 
health, community health, civil defense, mental 
health, and child health and programs for the care 
of the aged are gratifving indeed, and we are certain 
that their efforts are recognized by the interested 
parties. Recognition by legislators of the work of the 
Auxiliary on medical legislation is noted. The work the 
Auxiliary is doing among lay organizations is many 
and varied. Mrs. Robert Flanders, President, deserves 
warm praise for her untiring efforts on behalf of the 
medical profession. She has attended 77 meetings 
throughout the year. Grateful thanks is hereby extend- 
ed to Dr. Ernest B. Howard and the loyal employees 
of the Auxiliary for their support during the past year. 
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Report of the Secretary 


Dr. George F. Lull, Secretary, presented his report 
(see THe Journat, Oct. 20, 1956, pages 748-749) 
that was referred to the Reference Committee on Re- 
ports of Board of Trustees and Secretary. 


REPORT OF REFERENCE COMMITTEE ON 
REPORTS OF BOARD OF TRUSTEES 
AND SECRETARY 


Dr. Charles G. Hayden, Chairman, Massachusetts, 
submitted the following report, which was adopted: 

Report of the Secretary: Your committee was pleased 
to note that within the past year membership in the 
American Medical Association has increased by 4,509 
members, despite the fact that small net losses oc- 
curred in nine states. It was also pleased to note that 
dues income received during the first six months of 
1956 exceeded the income received during the same 
period in 1955 by $202,940. Despite this relatively 
satisfactory picture, your committee is of the opinion 
that there is room for improvement, particularly in the 
states of Massachusetts, New York, Rhode Island, and 
Texas. It recommends, therefore, that the members of 
the House of Delegates, upon returning home, cause 
their respective state and local medical societies to 
give intensive and continuing attention to this im- 
portant matter. 

Your committee also desires to call special attention 
to the fact that the delinquency date for suspension of 
membership in the American Medical Association 
will be advanced to June 1 in 1957 and that a physi- 
cian cannot be reinstated for membership in the 
Association until his dues delinquency for the year 
in which he was dropped from membership is cleared 
through his constituent medical association. 


Supplementary Report of the Secretary 


The Secretary, Dr. George F. Lull, read the fol- 
lowing supplementary report, which was referred to 
the Reference Committee on Amendments to the Con- 
stitution and Bylaws: 

At its meeting in June, 1956, the House of Dele- 
gates directed the Secretary to meet with representa- 
tives designated by the Surgeons General of the Army, 
Navy, and Air Force to consider amendments to the 
Bylaws of the Association to provide that membership 
be made available to the reserve officers of the military 
services on extended active duty (Resolution No. 1 
introduced by Dr. Charles L. Leedham of the Section 
on Military Medicine ). 

I have reviewed this matter and representatives of 
American Medical Association headquarters met with 
representatives of the three Surgeons General, and 
of the Surgeon General of the Public Health Serv- 
ice. We have reached the conclusion that a change 
should be made in the Bylaws to provide AMA Serv- 
ice Membership to military reservists who are on 
extended active duty as medical officers with the uni- 
formed services. Recommendations for changes in 
the Bylaws that will carry out the above intent have 
been made to the Council on Constitution and Bylaws 
that will report later at this meeting. 

It is recommended, however, that the provision of 
Resolution No. 1 that would retain membership for 
one year after leaving the service be disapproved as 
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it might conflict in some instances with acceptance or 
rejection of such members for American Medical 
Association membership through local societies. 


Report of the Board of Trustees 


The Speaker referred items in the report of the 
Board of Trustees as printed in the Handbook of the 
House of Delegates (see Ture Journan, Oct. 20, 1956. 
pages 749-793) to reference committees as indicated. 

The items entitled. Report on Matters Referred by 
House of Delegates, Distinguished Service Award, 
Scientific Publications, Library, Today's Health, Re- 
port of Law Department,” Report of Committee on 
Medicolegal Problems, Report of Division of Councils 
of Therapy and Research, Report of Bureau of Medi- 
cal Economic Research, and Report of Directory-Bio- 
graphical Department were referred to the Reference 
Committee on Reports of Board of Trustees and 
Secretary, 


REPORT OF REFERENCE COMMITTEE ON 
REPORTS OF BOARD OF TRUSTEES 
AND SECRETARY 


Dr. Charles G. Havden, Chairman, Massachusetts, 
presented the following report, which was adopted: 

Report on Matters Referred by House of Delegates: 
In respect to matters referred to the Board by the 
House of Delegates, your committee notes with satis- 
faction that in each instance appropriate action either 
has been initiated or consummated. In_ this ¢con- 
nection, it mav be of interest to record: (1) That the 
Secretary is still collecting information from con- 
stituent state and territorial societies in respect to the 
costs they incur as a result of collecting American 
Medical Association dues. To date, only 19 replies 
have not been received, so it is anticipated that the 
project will be completed within the year; (2) that the 
Board of Trustees’ Task Force on Socio-Economic 
Policy has submitted a preliminary report to the Board 
concerning the problems set forth in California Reso- 
lution No. 54 calling for the establishment of a Con- 
tinuing Commission on Economic Policy; and (3) that 
the Board of Trustees has authorized a survey in 
depth among physicians to determine how pharma- 
ceutical manufacturers may better serve the medical 
profession. Special emphasis is to be given to the 
methods of communication now emploved by the in- 
dustry to reach the doctors of this country. 

Distinguished Service Award: Your committee 
wishes to emphasize the fact that nominations for the 
Distinguished Service award should be in the Secre- 
tarvs office by March 1 of each vear, and that in this 
connection it would be helptul if the Secretary were to 
alert the several specialty sections to a continuing 
review of possible candidates in their respective 
specialties. 

Scientific Publications: Your committee is very much 
impressed by the phenomenal progress that Tue 
JournaL of the American Medical Association con- 
tinues to make despite change-over difficulties, which, 
fortunately, have now been all but resolved. Of par- 
ticular interest is the latest addition to THe JouRNAL 
known as “Medicine at Work.” The first appearance 
of this feature, which depicts physicians and_ their 
allies working together toward a solution of common 
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problems both inside and outside the medical field, 
was so impressive that it is being republished by the 
Reader's Digest. 

As far as the specialty journals are concerned, the 
picture is also a pleasant one. Circulation and ad- 
vertising have increased to the point where these 
journals will be self-sustaining in 1956 and more than 
self-sustaining thereafter. 

Your committee was informed that the Standard 
Nomenclature of Diseases and Operations is now 
used by 85% of the hospitals in this country and that 
as a result of the recent morbidity survey by the 
Bureau of Medical Economic Research, which  re- 
quired the use of common code numbers, the per- 
centage should reach 90 or more in the near future. 

It was also reported to vour committee that the 
library is now up to date in its loan service department 
and, in fact, is soliciting business. 

Today's Health is the only dark cloud on the hori- 
zon. Despite strenuous efforts to place it on a self- 
sustaining basis, it still requires subsidization. At the 
present time circulation is in the neighborhood ot 
350,000, but it should be at least 1,000,000 in order to 
be self-supporting. The big problem is advertising. 
If it were to accept any and all kinds of advertising, 
it could become. self-sustaining over night. This, of 
course, it will not and should not do. Your committee 
was happy to learn that the problems of Today's 
Health ave being given continuing attention and that 
the Board of Trustees is staunchly behind it. 

Report of the Law Department: In connection with 
this report, your committee wishes to point out the 
distinction between the national conference for at- 
torneys and executive secretaries of state and county 
medical societies, which is to be held at two-year 
intervals, and the regional conferences for all physi- 
cians and all lawvers which, during October, were 
staged in Chicago, Omaha, and New York in coopera- 
tion with the Cimmittee on Medicolegal Problems. 
Your committee wishes also to emphasize the desira- 
bility of establishing written codes of understanding 
at the local level in respect to medicolegal relationships 
and to call attention to the study that is being made 
of medical professional liability. 

Report of Division of Council of Drugs and 
Therapy: Your committee was informed that the name 
of the Council on Pharmacy and Chemistry has been 
changed by the Board of Trustees to the Council on 
Drugs in order that its proper sphere of interest and 
activity may be more accurately identified. By the 
same token, a study is being undertaken to the end 
that the name of the publication New and Nonofficial 
Remedies be changed to New and Nonofficial Drugs. 
In this instance, however, publication problems may 
prove to be a temporary barrier. 
~ In connection with the report of the Council on 
Foods and Nutrition, your committee was advised 
that it is not unlikely that the Goldberger award, 
which up to the present has been awarded by the 
Council on Foods and Nutrition, will soon become 
an award ot the House of Delegates, together with the 
establishment of an appropriate lectureship. 

The next matter to come before your committee was 
consideration of the report of the Council on Medical 
Physics. As you know, this is the new name for the 
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Council on Physical Medicine and Rehabilitation, it 
having been changed in 1955. Your committee was 
informed that as a result of several meetings since its 
organizational meeting early in 1956, the Council has 
elaborated a program which will be published in an 
early issue of Tur JournNaL of the American Medical 
Association. It is the expectation of the Council that 
some of its activities will be in the field of radioactive 
isotopes. 

Your committee next considered the reports of the 
Committee on Research, the Committee on Pesticides, 
the Committee on Toxicology, the Committee on 
Cosmetics, the Chemical Laboratory, and the Bureau 
of Investigation. All of these reports are comprehen- 
sive and lucid, and your committee sees no need for 
further comments. 

Report of the Bureau of Medical Economic. Re- 
search: In connection with this report, vour committee 
was pleased to learn that the President of the American 
Bar Association has made passage of the Jenkins- 
Keogh bills one of the major objectives to be ac- 
complished during his term of office. Your committee 
recommends, therefore, that the Board of Trustees 
be instructed to accentuate Cooperation between the 
American Medical Association and the American Bar 
Association, in such ways as it mav deem appropriate, 
to the end that a bill of the Jenkins-Keogh tvpe be 
enacted by the Congress of the United States during 
its next session. 


The report of the Council on Mental Health with 
the exception of the item therein entitled Committee 
on Alcoholism, the report of the Council on Indus- 
trial Health, and the report of the Bureau of Health 
Education were referred to the Reference Committee 
on Hygiene, Public Health, and Industrial Health. 


REPORT OF REFERENCE COMMITTEE 
ON HYGIENE, PUBLIC HEALTH, 
AND INDUSTRIAL HEALTH 


Dr. Paul D. Foster, Chairman, California, read the 
following report, which was adopted: 

Council on Mental Health: Your committee re- 
ceived that portion of the report of the Board of 
Trustees dealing with the report of the Council on 
Mental Health including its reports on the Joint Com- 
mission on Mental Ilness and Health, Inc.. on med- 
ical use of hypnosis, and of the Committee on Narcotic 
Addiction. Your committee commends and approves 
the actions and reports of this Council and its commit- 
tees. It has noted that reports will be forthcoming on 
the medical use of hypnosis and on the narcotics prob- 
lems, and expresses the hope that these reports will be 
available soon. Your committee believes that research 
into the causes and treatment of mental illness is ur- 
gently needed. It believes that the Joint Commission 
on Mental [Iness and Health, Inc., should consider the 
advisability of having one of its member groups be- 
come a national voluntary health agency such as the 
American Heart Association or the American Cancer 
Society for the purpose of receiving private donations 
for the fight against mental illness. It recommends that 
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the Speaker of the House be instructed to transmit this 
recommendation to the Joint Commission on Mental 
HIness and Health, Inc. 

Your reference committee received that part of the 
report of the Council on Mental Health dealing with 
Mass Mediums, Conference of Mental Health Repre- 
sentatives of State Medical Associations, and the 
activities of the headquarters of the Council. 

Your committee notes with satisfaction the work 
of the Council in its support of the study of the eftects 
of various mass mediums such as radio, television, 
and comic books on children, and looks forward with 
interest to the early publication of the final reports 
of the findings of this study. The sponsorship of an- 
nual conferences of mental health representatives of 
state medical associations is noted as a productive 
means of stimulating interest and activity in mental 
health at the state and county levels. The suggestions 
developed by the second Annual Conterence on Men- 
tal Health relative to the composition and tenure of 
mental health committees of state medical associa- 
tions appears to be desirable as is the further sug- 
gestion that the personnel of these committees include 
representatives from a number of fields of medical 
practice in addition to that of psychiatry. Your com- 
mittee commends the increasing activities of the 
Council headquarters and especially its expanding 
contacts with such organizations as the Woman's 
Auxiliary to the American Medical Association and the 
Joint Committee on Health Problems in Education of 
the National Education Association and the Ameri- 
can Medical Association. The brochure being de- 
veloped by the Joint Committee should fill a need tor 
teaching material in the field of mental health for 
school use. 

The increasing utilization of the Council's tacilities 
as a source of advice, consultation and liaison is 
noted with satisfaction. Your committee wishes to 
compliment the Council on Mental Health for its 
excellent report. 

Bureau of Health Education: Your committee re- 
viewed the activities of the Bureau of Health Educa- 
tion and wishes to commend the Director of the 
Bureau and his staff for the manner in which they 
have performed their duties. The work of the Bureau 
in disseminating health information of a factual na- 
ture to the lay public is constantly expanding. Your 
committee was happy to note that all available me- 
diums were used in their educational program. The 
possibility of making greater use of television as an 
educational medium was discussed at ,some length 
with the Director of the Bureau. The cost would be 
high, but the effectiveness of this method is telt to be 
such that a study might be made to explore sources 
of revenue which would make its use possible. The 
aid of such groups as the American Heart Association, 
\merican Cancer Society, National Tuberculosis As- 
sociation, ete., as well as commercial organizations 
might be sought to this end. Your committee felt the 
Bureau should use any means at its disposal to present 
the desirability of a medical education to the youth 
of America. This could possibly be accomplished 
through the Joint Committee of the A. M. A. and the 
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N. E. A. on Health Problems in Education by obtain- 
ing the rapport and assistance of the educators of the 
nation. 

Council on Industrial Health: Your reference com- 
mittee received and discussed the report of the Coun- 
cil on Industrial Health. The participation of members 
of that Council and of other members of the Associa- 
tion in this review and discussion greatly aided your 
reference committee in its appraisal of the report. 

Your committee commends the Council on Indus- 
trial Health for its practice of holding its meetings in 
cooperation with regional or national conferences. 
The meetings at Houston, Detroit, and Philadelphia 
obviously afforded excellent opportunities for improv- 
ing rapport and cooperation with those interested in 
industrial health and related fields. Your committee 
appreciates the handicap under which the Council 
staff labored during 75 per cent of the year covered by 
this report, a handicap occasioned by the death of the 
Council Secretary in September, 1955. Your committee 
calls attention to numerous activities as evidence that 
the committees and subcommittees of the Council 
rallied behind the reduced staff to produce a year of 
excellent service. To cite each of these activities in- 
dividually would unduly burden the House at this 
time. Instead, your reference committee expresses 
here its approval of each and all of these activities as 
reported. Your committee especially commends the 
work of the Council in the field of workmen's compen- 
sation, work absence due to nonoccupational disorders, 
interprofessional relations and its scientific publica- 
tions. 

The Council reports on its plans for the future. It 
is only in the final few paragraphs that vour reference 
committee finds itself with a viewpoint slightly dif- 
ferent from that expressed in the report. Your refer- 
ence committee commends the Council's increasing 
interest in neurological and cardiac disorders as they 
relate to occupation, but suggests that the Council 
could make better progress in these spheres by re- 
questing representation on committees of existing na- 
tional voluntary health organizations interested in 
these disorders rather than to set up special com- 
mittees of the Council on Industrial Health. The 
American Heart Association, for example, already has 
several active committees on: which the Council on 
Industrial Health could profitably seek representation. 
With the exception of this difference in viewpoint as 
to two proposed new committees of the Council, your 
reference committee believes the entire report of 
the Council on Industrial Health warrants your com- 
mendation and approval, and your reference commit- 
tee so recommends. 


The report of the Council on Rural Health was re- 
ferred to the Reference Committee on Insurance and 
\ledical Service. 


REPORT OF REFERENCE COMMITTEE ON 
INSURANCE AND MEDICAL SERVICE 


Dr. George A. Earl, Chairman, Minnesota, sub- 
mitted the following report, which was adopted: 

Report of the Council on Rural Health: The report 
of this Council, under the chairmanship of Dr. F. S. 
Crockett of Indiana, was considered by your reterence 
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committee. Your reference committee notes with re- 
gret the death of Dr. Henry Randel of Fresno, Calif. 
It notes that 24 states have held successful health 
conferences or similar activities during the year. A 
successful conference was held in the New England 
region in April, 1956. 

Your committee also notes that the 11th National 
Conference on Rural Health, held in Portland, Ore., 
was an outstanding success. The committee is pleased 
to note that constant liaison has been maintained with 
leaders of national farm organizations, the land-grant 
colleges, the Agricultural Editors Association, and 
many other national organizations, as well as with 
state and local units of these component groups. 
Another point of especial interest is the cooperation 
with the Texas A & M College and the Agricultural 
Extension Services of the 15 southern states in supply- 
ing a teacher for a course in health organization for 
negro county-extension-agents. 

The Council on Rural Health has been effective in 
its work to improve rural medical care. Your reference 
committee heartily commends the Council for a suc- 
cesstul vear of activity. 


The report of the Committee on Legislation, the 
report of the Washington Office, and the report of 
the Department of Public Relations, were referred 
to the Reference Committee on Legislation and Public 
Relations. 


REPORT OF REFERENCE COMMITTEE ON 
LEGISLATION AND PUBLIC RELATIONS 


Dr. John F. Lucas, Chairman, Mississippi, read the 
following report, which was adopted: 

Report of the Committee on Legislation: Your ref- 
erence committee received and considered in detail 
the report of the Committee on Legislation. Both the 
chairman and immediate past chairman of the Com- 
mittee on Legislation conferred with your reference 
committee, describing in detail the procedures, pro- 
cesses, and manners of approach to medical legislative 
problems. It is felt that an invaluable contribution is 
being made to the profession by the Committee on 
Legislation. Despite reverses, the over-all legislative 
program of the Association has been constructive, up- 
lifting, and positive. 

Report of the Washington Office: Your reference 
committee next considered the report of the American 
Medical Association Washington Office. It especially 
appreciated the privilege of conferring with Dr. 
Thomas H. Alphin, Director, and Mr. James Foristel, 
legal advisor of our Washington Office. Your com- 
mittee was particularly impressed with the high caliber 
and volume of activity in this office where, in the 
immediately past legislative year, some 571 bills be- 
fore the Congress having medical implications were 
carefully reviewed and monitored. It is felt that the 
work of the relatively small staff in Washington using 
only 2.5% of our total Association budget should be 
especially commended. Your committee feels that the 
Board of Trustees is wisely providing tor the main- 
tenance and continuance of this indispensable staff 
activity removed physically from our Chicago head- 
quarters. The service of the Washington Newsletter, 
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regularly received by some 10,000 county, state, and 
national officials and key persons is especially worthy 
of commendation. 

Report of the Department of Public Relations: Your 
reference committee received the report of the Depart- 
ment of Public Relations. It was grateful for the 
privilege of conferring with Mr. Leo E. Brown, the 
department Director, who was especially helpful in 
explaining the extensive and manifold activities of 
this tremendously important function of our Associa- 
tion. Your committee would impress upon each mem- 
ber of this House of Delegates the importance and 
paramount interests of medicine which lie in the field 
of medical public relations. It feels that the Associa- 
tion is particularly fortunate in the quality and caliber 
of staff personnel devoted to this endeavor. Your 
reference committee commends the Department of 
Public Relations on the production of the motion pic- 
ture, “The Case of the Doubting Doctor,” and recom- 
mends that each component and constituent society 
widely utilize this valuable membership-indoctrina- 
tion aid. 

Your reference committee invites your attention to 
the wide scope of activities included in the work of 
the Department of Public Relations, particularly as 
relates to press relations; magazine, television, and 
motion picture liaison; literature preparation and dis- 
tribution; special projects; services to component and 
constituent societies; and services to councils, bureaus, 
and committees, and other supportive activities. 

The item entitled Hospitalization of Patients with 
Alcoholism, and the item concerning the Committee 
on Alcoholism of the Council on Mental Health were 
referred to the Reference Committee on Medical Edu- 
cation and Hospitals. 


REPORT OF REFERENCE COMMITTEE ON 
MEDICAL EDUCATION AND HOSPITALS 


Dr. William A. Hyland, Chairman, Michigan, pre- 
sented the following report, which was adopted: 

Report of the Board of Trustees Dealing with Hos- 
pitalization of Patients with Alcoholism: Specifically, 
this section refers to a consideration by the Council 
on Mental Health and its Committee on Alcoholism 
of the problem of the hospitalization of patients with 
the diagnosis of alcoholism. Your committee urges the 
adoption of the following statement of the Council on 
Mental Health, which is quoted from the report of 
the Board of Trustees: 


1. Alcoholic symptomatology and complications which occur 
in many personality disorders come within the scope of medical 
practice. 

2. Acute alcoholic intoxication can be and often is a medical 
emergency. As with any other acute case, the merits of each 
individual case should be considered at the time of the emer- 
gency. 

3. The type of alcoholic patient admitted to a general hospital 
should be judged on his individual merits, consideration being 
given to the attending physician’s opinion, cooperation of the 
patient, and his behavior at the time of admission. The admitting 
doctors should then examine the patient and determine from the 
history and his actions whether he should be admitted or refused. 

4. In order to offer house officers well-rounded training in the 
general hospital, there should be adequate facilities available as 
part of a hospital program for care of alcoholics. Since the house 
officer in a hospital will eventually come in contact with this type 
of patient in practice, his training in treating this illness should 
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come while he is a resident officer. Hospital staffs should be urged 
to accept these patients for treatment and cooperate in this 
program. 

5. With improved means of treatment available and the 
changed viewpoint and attitude which places the alcoholic in the 
category of a sick individual, most of the problems formerly en- 
countered in the treatment of the alcoholic in a general hospital 
have been greatly reduced. In any event, the individual patient 
should be evaluated rather than have general objection on the 
grounds of a diagnosis of alcoholism. 

It is recognized that no general policy can be made for all 
hospitals. Administrators are urged to give careful consideration 
to the possibility of accepting such patients in the light of the 
newer available measures and the need tor providing facilities tor 
treating these patients. In order to render a service to the com- 
munity, provision should be made for such patients who cooper- 
ate and who wish such care. 

In order to accomplish any degree of success with the prob- 
lem of alcoholism, it is necessary that educational programs be 
enlarged, methods of case finding and follow-up be ascertained, 
research be encouraged, and general education toward accept- 
ance of these sick people be emphasized. The hospital and its 
administration occupy a unique position in the community which 
allows them great opportunities to contribute to the accomplish- 
ment of this purpose. It is urged that general hospitals and their 
administrators and staffs give thought to meeting this responsi- 
bility. 

Your reference committee recommends that this 
action be brought to the attention of the Council on 
Medical Education and Hospitals from the standpoint 
of implementing educational approaches to the prob- 
lem of alcoholism and that it also be referred to the 
Joint Commission on Accreditation of Hospitals and 
to the American Hospital Association in an effort to 
obtain more interest on the part of hospital adminis- 
trators and their staff toward meeting this ever- 
increasing responsibility. 

The report of the Council on National Defense was 
referred to the Reference Committee on Medical 
Military Affairs. 


REPORT OF REFERENCE COMMITTEE ON 
MEDICAL MILITARY AFFAIRS 


Dr. Frank J. Holroyd, Chairman, West Virginia, 
submitted the following report, which was adopted: 

Your reference committee is very much impressed 
with the report of the Council on National Defense 
and with its accomplishments as therein outlined. 

The Career Incentive Program has shown excellent 
results, in spite of the fact that it did not go as far as 
recommended by the American Medical Association. 
The three military agencies in October, 1956, stated 
that enlistments were then greater than resignations 
in the regular corps. The corps has been composed 
of about one-third regular officers and two-thirds 
draftees. This should be reversed. Since time in the 
medical school is counted as longevity, all medical 
officers start as captains in the Army and Air Force 
and lieutenants in the Navy. The services are using 
more and more non-medical personnel to relieve medi- 
cal officers of duties other than purely professional 
work. The situation has improved to the place where 
the Department of Defense is satisfied that they will 
not have to ask for an extension of the “Doctor-Draft” 
act. Your committee believes that this whole matter 
can be handled by further improving the incentive 
program and by delaying the call for doctors until 
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their medical education, internship, and residency are 
completed. They will then be better able to serve 
their country. 

Your committee wishes to call attention of the 
House to the excellent work of the Council, largely 
through the efforts of Mr. Frank W. Barton and staff, 
concerning the survey of discharged medical person- 
nel, liaison with physicians on active military duty, 
and the placement assistance program. These activi- 
ties have not only helped the doctors affected and the 
communities but also is an excellent public relations 
activity of the Association. 

Your reference committee notes with approval the 
actions taken by the Council on National Defense in 
the field of mass casualty handling in the event of 
disaster or enemy action. It is heartened by the steps 
taken by the Committee on Civil Defense in working 
out an effective program of medical care during na- 
tional emergency and in defining the role of the 
physician as a leader in proper medical management 
of casualties. Through the sections of the American 
Medical Association a simple, effective plan of evolv- 
ing the principles of medical care during the early 
phases of a disaster will be developed through co- 
ordination with other medical specialty groups. Your 
reference committee endorses this action and recom- 
mends the Council continue its efforts to develop a 
training and operational program whereby each 
physician can be taught the essential life-and-limb- 
saving techniques needed immediately after a grave 
emergeny. 

It is further reommended that the Council on Na- 
tional Defense in defining the role of the physician in 
mass casualty care give leadership to other health 
groups, such as dentists, nurses, and veteranarians, 
that will enable them to fill their parts in national 
medical emergencies. 

Your committee wishes to thank Dr. Hugh H. Hus- 
sey of the Board of Trustees, Dr. Harold S. Diehl, 
Chairman, Dr. Haroid C. Lueth, member, and Mr. 
Frank W. Barton, Secretary, Council on National 
Defense, for their help and advice in its deliberations. 


The reports of the Council on Scientific Assembly 
and the Bureau of Exhibits were referred to the 
Reference Committee on Sections and Section Work. 


REPORT OF REFERENCE COMMITTEE ON 
SECTIONS AND SECTION WORK 


Dr. L. Samuel Sica, Chairman, New Jersey, read 
the following report, which was adopted: 

Your reference committee considered first the re- 
port of the Council on Scientific Assembly. The report 
dealt with the following items: Council meetings, the 
Boston Clinical Meeting, the Chicago Annual Meeting, 
and medical motion pictures and television programs. 

Your committee commends the Council on Scien- 
tific Assembly for the efficient manner in which it has 
dealt with the business before it, and concurs in all 
its decisions or recommendations. Particularly your 
committee approves of the work done in furthering 
participation in science fairs, in the sphere of traffic 
accidents, and in maintaining closer affiliation with the 
scientific sections. Your committee compliments the 
Council for its part in the scientific programs of the 
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Boston Clinical Meeting and the Chicago Annual 
Meeting. It desires to support the plans under con- 
sideration for a combined meeting of the section secre- 
taries and section representatives in the near future. 

It is encouraging to note that the innovation of 
restricting admission to the Scientific Exhibit and to 
color television shows and motion pictures exclusively 
to physicians on certain specified mornings has been 
so well received. Your committee is of the opinion that 
the practice should be continued. The Council has also 
done commendable work in the field of management 
of the presentation of motion pictures and medical 
television. The Council has shown itself keenly sensi- 
tive to the importance of these media as a means of 
informing the profession of the most significant and 
recent scientific advances and developments. It has 
likewise done a satisfactory and commendable job in 
conjunction with the work of the Bureau of Exhibits. 
Unquestionably health exhibits and the maintenance 
of museums for health education are all timely factors 
in educating the public in the subject matter of health 
care and health maintenance. 


REGISTRATION AT THE CLINICAL MEETING, 
SEATTLE, NOV. 27-30, 1956. 


3 New Hampshire ............. 1 
District of Columbia ....... 20 
15 Washington (State) ......... 805 


1 2,755 
Netherlands, West Indies ... 1 — 
2 


NEW MEMBERS OF COUNCIL FIELD STAFF 


Dr. Walter B. Seelye, Seattle, and Dr. Robert H. 
Lowe, Indianapolis, have been added to the field staft 
of the Council on Medical Education and Hospitals of 
the American Medical Association. Dr. Seelye, a grad- 
uate of Harvard, is certified by the American Board of 
Pediatrics. Prior to World War II, he was in the pri- 
vate practice of pediatrics, and after returning from 
military service he became chairman of the depart- 
ment of pediatrics at the University of Washington, 
serving in this capacity until his recent appointment to 
the Council staff. His assignment will cover graduate 
medical education in Pennsylvania, Maryland, and 
New Jersey. 
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Dr. Lowe, a graduate of the University of Vermont 
who subsequently obtained a master’s degree in hos- 
pital administration from Columbia University, served 
in the Army Medical Corps from 1940 to 1945 and 
since 1946 has been engaged in hospital administra- 
tion. Before joining the field staff of the Council he 
served as superintendent of the Indianapolis General 
Hospital. His assignment will cover Ohio, Indiana, 
and Michigan. 


LIST OF SOURCES OF FILMS ON HEALTH 


A booklet entitled “A List of Sources of Films on the 
Subject of Health” was recently prepared by the 
A. M. A.’s Council on Scientific Assembly. The list in- 
cludes the sources of motion pictures on the subject 
of health that have come to the Council’s attention. 
The booklet is arranged in three parts: (1) loans, 
rental, and sales libraries; (2) state health depart- 
ment film libraries; and (3) catalogs and special film 
lists. For complete listings of films, physicians should 
write directly to the sources listed. Copies of this 
booklet may be obtained from Motion Pictures and 
Television, A. M. A. headquarters, 535 N. Dearborn, 
Chicago 10. 


COUNCIL ON MEDICAL 
EDUCATION AND HOSPITALS 


FIFTY-THIRD ANNUAL CONGRESS ON 
MEDICAL EDUCATION AND LICENSURE 


SATURDAY, FEB. 9 
10 a. M.—5 Pp. M., Room 7, THirp FLoor 
First Examination Institute Covering Obstetrics and Gynecology. 
Sponsored by the Federation of State Medical Boards 
of the United States. 
SunpaAy, Fes. 10 
9 a. M.—l p. GRAND Batt Room 
Conference on Graduate Education for General Practice, 1957 


Cosponsored by the Council on Medical Education and Hos- 
pitals of the American Medical Association and the 
Advisory Board for Medical Specialties. 


2 p. M.—4 p. M., Crystat Room 

Advisory Board for Medical Specialties—Business Session 

2 M.—5 Pp. M., Room 14, CLus FLoor 
Federation of State Medical Boards of the United States, 

Reports of Officers and Committees 

8 p. M.—10 Pp. M., Room 14, CLus FLoor 

Conference of Secretaries of Federation of State Medical 
Boards of the United States 
Monpay, Fes. 11 
9 a. M.—12:30 Pp. M., GRAND BALL Room 
Medical Education Tomorrow 


Sponsored by the Council on Medical Education of the 
American Medical Association. 
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Monpay, Fes. 11 
2p. M.—5 M., GRAND BALL Room 


Conference on Postgraduate Medical Education 


Sponsored by the Council on Medical Education and Hos- 
pitals of the American Medical Association. 


6:30 M.-CrysTaL Room 
Annual Federation Dinner and Walter L. Bierring Lecture 
Sponsored by the Federation of State Medical Boards 
of the United States. 
Turespay, Fes. 12 
9a. M.-12 M., Rep Roo 


Program of the Federation of State Medical Boards 
of the United States 


12:30 Pp. M., Rep LAcguER RooM 


Federation of State Medical Boards of the United States— 
Annual Luncheon and Business Session 


Fes. 9, 10, 11, 12 
Sa. p. M., Room 2 
Headquarters, American Medical! Association Press 
Sunpbay, Fes. 10,9 4. M. 
GraNnp Batt Room 
Conference on Graduate Education for General Practice, 1957 


Cosponsored by the Council on Medical Education and Hos- 
pitals of the American Medical Association and the Advisory 
Board for Medical Specialties 


NIORNING SESSION, 9 A. P.M. 


Joun Mck, M.D., Presiding, President, 
Advisory Board for Medical Specialties 

WELCOME. 

H. G. Weiskorren, M.D., Chairman, Council on Medical 
Education and Hospitals, American Medical Association, 

INTRODUCTORY COMMENT 
Epwarp L. Turner, M.D., Secretary, Council on Medical 
Education and Hospitals, American Medical Association. 

OF UNDERGRADUATE EDUCATION IN PREPARATION 

FOR GRADUATE EDUCATION 
E. Luckey, M.D., Dean, Cornell University Medical 
College. 

Concept OF ADEQUATE GRADUATE EpUCATION FOR GENERAL 
Pracrice—1957, From ViewPoint OF GENERAL PRACTICE 
B. Hitpesranp, M.D., Menasha, Wis., Former 
President, American Academy of General Practice. 

Wuart SHOULD ConsTITUTE GRADUATE MEDICAL EDUCATION FOR 

GENERAL Practice TODAY FROM VIEWPOINT OF: 


INTERNAL Mepicine William B. Bean, M.D., Professor of 
Medicine, State University of lowa Col- 
lege of Medicine. 

SURGERY Charles B. Puestow, M.D., Clinical Pro- 
fessor of Surgery, University of Illinois 
College of Medicine. 

PEDIATRICS Philip S. Barba, M.D., Associate Profes- 

sor of Pediatrics, School of Medicine and 

Graduate School of Medicine, University 

of Pennsylvania. 

Lawrence M. Randall, M.D., Professor 

of Obstetrics and Gynecology, Mayo 

Foundation, Graduate School of Medi- 

cine, University of Minnesota; Chairman, 

Section on Obstetrics and Gynecology, 

Mayo Clinic. 

M. Ralph Kaufman, M.D., Clinical Pro- 

fessor of Psychiatry, Columbia Univer- 

sity College of Physicians and Surgeons; 

Chief of Psychiatry, Mount Sinai Hos- 

pital, New York City. 


OBSTETRICS AND 
GYNECOLOGY 


PSYCHIATRY 
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Discussion 
Question and answer period with speakers sitting as panel. 


SunpDaAyY, Fes. 10, 2 M., Room 14 
FLoor 


Federation of State Medical Boards of the United States 


AFTERNOON SESSION, 2 P. M.—5 P.M. 


Joserpu J. Comps, M.D., Presiding President 
of the Federation 


or MEMBER AND AssocIATE \IEMBERS 
REPORT OF THE PRESIDENT 
Joseru J. Comps, M.D., Secretary, North Carolina Board of 
Medical Examiners. 
APPOINTMENT OF OF Orricers, NOMI- 
NATING, AND AUDITING 
REPORT OF THE SECRETARY- TREASURER-EDITOR 
Watcrer L. Brerrinc, M.D., Des Moines, lowa 
Report OF THE INTERNSHIP Review COMMITTEE 
RayMonp S, Leopoip, M.D., Member, Pennsylvania Board 
of Medical Education and Licensure. 
REPORT ON FOREIGN MEDICAL GRADUATES 
E_mer W. Scunoor, M.D., President, Michigan Board of 
Registration in Medicine. 
RePORT ON First EXAMINATION INSTITUTE 
Stites M.D., Secretary, New York Board of Med- 
ical Examiners. 
Report ON Pusiic RELATIONS 
M. H. Crass, M.D., Secretary, Texas Board of Medical 
Examiners. 


EVENING SESSION, 8 P, M.—1O P.M. 
CONFERENCE OF FEDERATION OF STATE BOARD SECRETARIES 


Monpbay, Fes. 11, 9 a. M. 
GRAND BaLL 


Council on Medical Education and Hospitals 
Medical Education Tomorrow 
MORNING Session, 9 A, M.-12:30 P.M. 
H. G. Wetskorren, M.D., Presiding, Chairman, 
Council on Medical Education and Hospitals 
ANNOUNCEMENTS AND OPENING REMARKS 
LASTING VALUES IN MEDICAL EpucATION, CHAIRMAN’S ADDRESS 
H. G. Weiskorren, M.D., Chairman, Council on Medical 
Education and Hospitals, American Medical Association 
ORIENTING MEDICAL STUDENTS TOWARD “THE WHOLE PATIENT” 
Joun C. Wurrenorn, M.D., Director, Department of Psy- 
chiatry, and Henry Phipps Professor of Psychiatry, Johns 
Hopkins University School of Medicine 
NATURAL AND PuysiICAL SCIENCES Must REMAIN Basic IN THE 
EDUCATION OF THE PHYSICIAN 
Dana W. Atcuiey, M.D., Professor of Clinical Medicine, 
Columbia University College of Physicians and Surgeons. 
STRUCTURING MEDICAL EpucaTION TO REFLECT RESEARCH IN 
KNOWLEDGE AND ATTITUDES 
Epwarp W. Dempsey, M.D., Professor of Anatomy, Wash- 
ington University School of Medicine. 
Pros AND Cons OF INTEGRATION AND CORRELATION 
Ouiver Cope, M.D., Associate Professor of Surgery, Harvard 
Medical School; Visiting Surgeon, Massachusetts General 
Hospital. 
SUMMATION 
W. Barry Woop Jr., M.D., Vice President, The Johns Hop- 
kins Medical Institution. 
Discussion 


Monpay, Fes. 11, 2 P. M. 
GrAND Room 


Conference on Postgraduate Medical Education 


AFTERNOON SESSION, 2 P. M.—}5 

Vicror Jounson, M.D., Presiding, Director, Mayo Foundation 
for Medical Education and Research and Member, Council 
on Medical Education and Hospitals. 

IMPORTANCE AND CHALLENGES PRESENTED BY POSTGRADUATE 

MepicaL EpucaTion 
WittiaAM A. SopEMAN, M.D., Professor of Medicine and 
Chairman of the Department, University of Missouri School 
of Medicine. 
CURRENT PostrioN AND DEVELOPMENTS 
GLEN R. SuHepHern, M.D., Assistant Secretary, Council on 
Medical Education and Hospitals. 
DEVELOPMENT OF MEDICAL SCHOOL—STATE MEDICAL SOCIETY 
POSTGRADUATE PROGRAMS: AN ANALYSIS OF THE KANSAS STORY 
MAHLON H. Dep, M.D., Professor of Medicine and Assist- 
ant Dean, University of Kansas School of Medicine. 
or A Commeuntrry Hosprrat in CONTINUING EDUCATION: 
THe HUNTERDON EXPERIMENT 
EDMUND PeLLEGRINO, M.D., Medical Director, Hunterdon 
Medical Center. 
Tue Recionat SCHOOL AFFILIATION Po- 
LENTIALITIES AS EXEMPLIFIED BY THE MICHIGAN PLAN 
Harry A. Towstey, M.D., Professor of Pediatrics and Co- 
ordinator Affiliated Hospital Activities in Postgraduate Med- 
ical Education, University of Michigan Medical School. 
Tue RecionaL SCHOOL AFFILIATION 
TENTIALITIES AS EXEMPLIFIED BY THE NEW YorK UNIVERSITY 
PLAN 
CHARLES F. WILKINSON Jr., M.D., Professor and Chairman, 
Department of Medicine, New York University Postgraduate 
Medical School. 
Discussion 


Monpbay, Fes. 11, 6:30 Pp. M. 
Crystal Room 
Federation of State Medical Boards of the United States 
ANNUAL FEDERATION DINNER 
Joseru J. Comes, M.D. Toastmaster 
Watcrer L. Brerrinc Lecture. FItTNess IN MEDICINE 


Dwicur H, Murray, M.D., President, American Medical 
Association. 


Turespay, Fes, 12, 9 a. M. 
Rep Lacguer Room 
MORNING Session, 9 A. M.—12:15 
Joseru J. Combs, M.D., Presiding, President 
of the Federation 

REEVALUATION OF THE PURPOSES OF THE LICENSING EXAMINA- 

TION, PRESIDENT’S ADDRESS 
Josepu J. Comps, M.D., Secretary, North Carolina Board 
of Medical Examiners, and President, Federation of State 
Medical Boards of the United States. 

\leTHODS IN THE EXAMINATION OF MODERN MEDICAL STUDENTS 
Witcarp C, M.D., Dean, Columbia University 
College of Physicians and Surgeons. 

PURPOSES AND USES OF THE INSTITUTE IDEA 
Joun L, Caucuey Jr., M.D., Associate Dean, Western 
Reserve University College of Medicine. 

APPLICATION OF THE INSTITUTE IDEA TO THE LICENSING EXAM- 

INATION 


S. M. Pornpexter, M.D., Chairman, Idaho State Board of 
Medical Examiners. 


AFTERNOON Session, 12:30 p. M.—3:30 P.M. 
Joseru J. Comss, M.D., Presiding, President 
of the Federation 
ANNUAL LUNCHEON AND BusINESS SESSION 
Reports of Committees, New and Unfinished Business, 
Election of Officers, Installation of President-Elect. 


? 
55 


MEDICAL NEWS 


CALIFORNIA 


Society News.—With the January, 1957, issue the Hum- 
boldt-Del Norte Medical Society begins publication 
of a monthly bulletin. Dr. Theodore W. Loring, Eu- 
reka, has been appointed editor. Mr. Eddie Handley 
(304 American Trust Bldg., Santa Rosa) is advertising 
counsel. The national representatives are the County 
Medical Society Magazine Group (2025 N. Central 
Ave., Phoenix, Ariz.).-—The Barlow Society for the 
History of Medicine (Dr. Robert ]. Moes, president ) 
recently presented the 16th George Dock Lecture and 
joined with the Los Angeles County Medical Asso- 
ciation in the dedication of the George Dock room 
in the lounge of the association, 1925 Wilshire Blvd., 
Los Angeles. Introductory remarks were made_ by 
Drs. Donald A. Charnock, president, California Med- 
ical Association; Edward C. Rosenow Jr., Pasadena, 
president, Los Angeles County Medical Association: 
Harold R. Witherbee, chairman, board of trustees, 
Los Angeles County Medical Association; and Edgar 
F. Mauer, chairman, library committee, Los Angeles 
County Medical Association. The Dock lecturer, Dr. 
William Dock, Brooklyn, discussed “Advances in 
Medicine During the Professional Lifetime of Doctor 
George Dock.” 


CONNECTICUT 

Grant in Cerebral Palsy.—The Yale University School 
of Medicine, New Haven, has been awarded a grant 
of $425,199 by the U. S. Public Health Service to 
support investigations into the cause of cerebral palsy 
and mental retardation. Dr. Gilbert H. Glaser, associ- 
ate professor of neurology and chief of the section of 
neurology at the Yale-New Haven Medica! Center, 
will be in charge of the project, which will extend over 
the next four years. Two of the chief doctors who will 
be working with Dr. Glaser are C. Lee Buxton, chair- 
man of the obstetrics department, and Milton J. E. 
Senn, chairman of the pediatrics department and di- 
rector of the Yale Child Study Center. The project will 
include research in developmental neurology with spe- 
cial reference to clinical and pathological correlations 
in cerebral palsy. Prenatal, perinatal, and postnatal 
factors will be correlated in infants showing signs of 
stress at birth or neurological disturbance later. 


ILLINOIS 


Lecture in Winnetka.—Dr. Ralph D. Rabinovitch, 
associate professor of psychiatry, University of Michi- 
gan Medical School, Ann Arbor, will present “Problems 
of the School Child,” Jan. 9, 8 p. m., at the North 
Shore Health Resort, 225 Sheridan Rd., Winnetka. 
Physicians are invited to attend. 


Physicians are invited to send to this department items of news of gen- 
eral interest, for example, those relating to society activities, new hospitals, 
education, and public health. Programs should be received at least three 
weeks before the date of meeting. 


John M. Dennis, Baltimore, vice-president; and Dr. 
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Chicago 

Monthly Cardiac Conference.—The monthly clinico- 
pathological cardiac conference of Cook County Hos- 
pital will be held Jan. 15 at 11 a. m. in the Children’s 
Amphitheater, 700 S$. Wood St. “The Anatomic Base 
for a Theory of Conduction in the Human Heart” will 
be presented by the guest speaker, Dr. Maurice Lev, 
professor of pathology, University of Miami School of 
Medicine, Coral Gables, Fla. Physicians are invited. 


MARYLAND 

Society News.—At a meeting of the radiological sec- 
tion of the Baltimore City Medical Society, Dr. John M. 
Dennis, Baltimore, was elected chairman, and Dr. 
Nathan B. Hyman, Baltimore, secretary-treasurer,—— 
The Maryland Radiological Society recently elected 
Dr. William N. Thomas Jr., Annapolis, president; Dr. 


Nathan B. Hyman, Baltimore, secretarv-treasurer. 


Cobalt Unit for Cancer Therapy.—The University of 
Maryland School of Medicine and College of Physi- 
cians and Surgeons, Baltimore, has installed the first \ 
radioactive cobalt-60 unit for cancer therapy in the ] 
state in its division of radiotherapy, which is directed 
by Dr. Fernando G. Bloedorn, Baltimore. Approxi- 
mately $18,000 has been spent in renovation of an area 
of the university's Psychiatric Institute into treatment, 
waiting, and dressing rooms, offices, and an especially 
equipped room for the three-ton machine. The facility, 
to be known as the Martha V. Filbert Radiation Unit, 
was made possible by a $35,000 gift from the Filbert 
Foundation. 


MINNESOTA 

Dr. Dry Returns to South Africa.—Dr. Thomas J. Dry, 
Rochester, has returned to Capetown, Union of South 
Africa, where he will be in private practice. A native 
of the Union of South Africa, Dr. Dry came to the 
Mavo Clinic as a fellow in medicine in 1931, was ap- 
pointed to the staff in 1935, and for the past five years 
has been head of a clinic section and Mayo Founda- 
tion professor. A past-president of the Minnesota Heart 
Association, he is author of a volume on cardiology 
and co-author of a history of cardiology and an atlas 
on congenital detects of the heart. Pending establish- 
ment of permanent residence, Dr. Dry’s address was 
given as: % Prof. F. Forman, Department of Medicine, 
University of Capetown, Capetown, South Africa. Dr. 
Dry has been succeeded as head of section by Dr. 


Robert L. Parker. 


Dr. Knapp Honored.—The American Congress of Phys- 
ical Medicine and Rehabilitation has awarded its 
gold key for distinguished service to Dr. Miland E. 
Knapp, Minneapolis, “in recognition of his services as 
practitioner, consultant, university professor, director 
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and authority on the treatment of poliomyelitis, where- 
by with the advantage of a background in surgery, he 
has interpreted to members of the general medical 
profession the aims and ideals of his colleagues in the 
field of physical medicine and rehabilitation; who, by 
his many accomplishments has notably advanced the 
Science and the Art of Physical Medicine and Rehabil- 
itation.” Dr. Knapp is clinical professor of physical 
medicine and rehabilitation at the University of Minne- 
sota Medical School, Minneapolis. He is a member of 
the board of directors of the Sister Elizabeth Kenny 
Foundation, consultant in physical medicine and re- 
habilitation for the Veterans Administration, and a 
past-president of the American Congress of Physical 
Medicine and Rehabilitation and the American Acade- 
my (formerly Society ) of Physical Medicine and Re- 
habilitation. 


NEW JERSEY 
Meeting of Gastroenterologists—The New Jersey 
Academy of General Practice will hold its fifth annual 
Scientific Assembly, Jan. 12, at the Hotel Berkeley- 
Carteret, Asbury Park. All physicians are invited to 
attend (registration fee, $5 for nonmembers). The 
program will include the following presentations: 
Common Disorders of the Esophagus, Max L. Som, New York. 
Pitfalls in the Management of Stomach and Duodenal Ulcers, 
Harry Shay, Philadelphia. 
Functional Versus Organic Patterns of the Colon, Berthold Wein- 
garten, New York. 
Inflammatory Lesions of the Small Intestine, J. Arnold Bargen, 
Rochester, Minn. 
Some Practical Aspects of Office Proctology, Richard A. Hopp, 
Essex County, N. Y. 
There will be a luncheon at 12:30 p. m. (courtesy 
of Ortho Laboratories) and a_ cocktail-buffet-dance 
6:00 p. m. (courtesy of Pfizer Laboratories ). 


Symposium on Hepatobiliary Diseases.—A symposium 
on “Advances in Diagnosis and Treatment of Hepato- 
biliary Diseases” will be held at the Jersey City Medi- 
cal Center, Jersey City, Jan. 12, in celebration of the 
10th anniversary of clinical research on liver disease. 
Dr. Thomas J. White, chief of medical service at the 
center, will preside at the morning session, which will 
include papers on the use of liver function tests, diag- 
nostic and therapeutic value of liver biopsy, radio- 
logical evaluation of the hepatobiliary trees, clinical 
evaluation of the jaundiced patient, and constitutional 
hyperbilirubinemia. Luncheon will be preceded by a 
question-answer panel and followed by the afternoon 
session, over which Dr. Charles L. Brown, dean, Seton 
Hall College of Medicine, Jersey City, will preside. 
Topics for this session, which will end with a question- 
answer panel, will include medical management of 
cirrhosis, the role of the liver in surgical stress, physio- 
logical alterations in portal hypertension, surgical 
management of portal hypertension, and surgical treat- 
ment of primary and metastatic cancer of the liver. 
Cocktails, 6-7 p. m., will precede the annual dinner, at 
which the guest speaker will be Dr. Isidore Snapper, 
director, department of medicine, Beth-E] Hospital, 
Brooklyn, N. Y. 
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NEW YORK 


Symposiums on Development of Physiological Thought. 
—The second of three symposiums on “The Historical 
Development of Physiological Thought in Medical Sci- 
ence” will be offered by the State University of New 
York at its Downstate Medical Center, Brooklyn, in 
the new Basic Sciences Building, 450 Clarkson Ave., 
Jan. 8-10. The subject will be “Development of Spe- 
cific Concepts of Functional Processes.” Medical edu- 
cators, practicing physicians, members of the Ameri- 
can Association of the History of Medicine, medical 
students, and the general public are invited to attend. 


New York City 

Lectures for the Public.—The New York Academy of 
Medicine, 2 E, 103rd St., which is presenting “Medi- 
cine in the Contemporary Scene” as its 22nd series of 
Lectures to the Laity, will offer on Jan. 9, 8:30 p. m., 
“Nutrition in Relation to Family Life in America” by 
Dr. Frederick J. Stare, professor of nutrition, Harvard 
Medical School, Boston. The presiding chairman will 
be Dr. Norman H. Jolliffe. The public is invited to at- 
tend (admission free) and to submit questions at the 
end of the lecture. 


PENNSYLVANIA 


Personal.—Dr. Myles R. Miller, Allentown, has joined 
the staff of Eaton Laboratories, Norwich, N. Y. 


Philadelphia 

Grant in Anesthesiology.—The Wellcome Trustees, 
London, recently made a grant of $69,000 to the Uni- 
versity of Pennsylvania School of Medicine, Philadel- 
phia. The money will support for a period of five years 
a Wellcome Associate Research Professorship in the 
department of anesthesiology, of which Dr. Robert D. 
Dripps Jr. is head. The first appointee to the professor- 
ship is Dr. Henry L. Price Jr. 


Hospital News.—On Oct. 1, 1956, the medical staff of 
the Philadelphia General Hospital presented a pro- 
gram commemorating the international celebration of 
the 250th anniversary of the birth of Benjamin Frank- 
lin and the presentation of the Franklin medal author- 
ized by the 84th Congress of the United States to the 
Philadelphia General Hospital, Blockley division. The 
program was held under the auspices of the Franklin 
Institute. Dr. Charles Rupp Jr., president of the medi- 
cal staff, presided. Greetings by Dr. Thomas M. 
Durant, chief, department of medicine, preceded pres- 
entation of “Franklin; Doctor and Patient” by Whit- 
field J. Bell Jr., Ph.D., associate editor of “The Papers 
of Benjamin Franklin.” “Benjamin Franklin and the 
Rise of Free Treatment of the Poor by the Medical 
Profession of Philadelphia” by Dr. Robert J. Hunter, 
active consulting otolaryngologist, was read by title. 


Pittsburgh 

Award to Dr. Alexander.—The Pennsylvania Public 
Health Association recently presented its annual award 
of merit to Dr. 1. Hope Alexander, 50 years a physi- 
cian, who has been director of the health department 
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for 20 years. He has been active in the campaign for 
revision of Pennsylvania milk laws, smoke prevention, 
and health and x-ray surveys in Allegheny County. 


TENNESSEE 

Daniel Memorial Fund.—The William T. Daniel Me- 
morial Loan Fund has been established by the class of 
1941, Vanderbilt University School of Medicine, Nash- 
ville, in honor of Dr. William T. Daniel, who died Jan. 
15, 1953, when fire swept his home, also taking the 
lives of his wife and two daughters. The self-perpetu- 
ating fund, contributed by classmates of Dr. Daniel 
for medical students needing financial assistance, is 
administered by Dean John B. Youmans of the school 
of medicine. 


Hospital News.—Dr. Frank L. Roberts, associate dean 
of the University of Tennessee College of Medicine, 
Memphis, will direct a program of cooperation with 
about 30 hospitals in West Tennessee, outside Shelby 
County, to improve and extend their services to pa- 
tients. The program, which is being sponsored in co- 
operation with the Tennessee State Department of 
Health, is designed to augment hospital care now 
available in rural areas. Financed by a $50,000 grant 
from the Public Health Service, it will help hospitals 
improve their medical services and determine how the 
university can help in training personnel such as 
medical technicians and nurses. 


WISCONSIN 

Circuit Teaching Programs.—The council on scien- 
tific work of the State Medical Society of Wisconsin 
(in cooperation with the state board of health, the medi- 
cal schools of the University of Wisconsin, Madison, 
and Marquette University, Milwaukee, the Wisconsin 
Academy of General Practice, the Wisconsin Heart 
Association, the Wisconsin Anti-Tuberculosis Associa- 
tion, and the Wisconsin division of the American 
Cancer Society) has scheduled a series of 12 circuit 
teaching programs. During January these clinics will 
be held at St. Mary’s Hospital, Madison, Jan. 15; 
Mercy Hospital (nurses’ dormitory), Oshkosh, Jan. 16; 
and St. Nicholas Hospital, Sheboygan, Jan. 17. The 
faculty will consist of Drs. John S. Hirschboeck, Mil- 
waukee, internal medicine; Ralph A. Reis, Chicago, 
obstetrics; Howard J. Lee, Milwaukee, allergy; and 
James K. Stack, Chicago, orthopedics. The registra- 
tion fee, which includes a full afternoon and evening 
of instruction, with dinner, is $6. Participants are re- 
quested to attend both sessions, as the meetings will 
be correlated, and those who attend both sessions will 
receive credit for Academy of General Practice mem- 
bership requirements. Requests for reservations should 
be sent to the Wisconsin State Medical Society, P. O. 
Box 1109, Madison. 


Historian to Go to Switzerland.—Dr. Erwin H. Acker- 
knecht, chairman, department of the history of medi- 
cine, University of Wisconsin Medical School, Madi- 
son, will become director of the medical history institute 
at the University of Zurich, Switzerland, March 1. His 
official resignation from the University of Wisconsin, 
effective Jan. 31, will terminate 10 years of service as 
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the university's first professor of the history of medi- 
cine. Dr. Ackerknecht, who was born in Germany, 
came to this country in 1941 after serving in the 
French army. He was associated with the Museum of 
National History, New York, and Johns Hopkins Uni- 
versity, Baltimore, before coming to Wisconsin. He 
is the author of “A Short History of Medicine” and a 
biography of Dr. Rudolf Virchow. 


Personal.—Dr. John D. German, Clintonville, has ac- 
cepted appointment as chief of surgery at Man Me- 
morial Hospital in Man, W. Va. Dr. German was a 
member of the surgical staff of the Veterans Adminis- 
tration Hospital in Huntington, W. Va.. before moving 
to Wisconsin in 1949. | 


HAWAII 


Personal.—Dr. William ]. Holmes, Honolulu, recently 
returned from a trip to the Orient and Australia. In 
Japan, Korea, and Okinawa, Dr. Holmes served as 
ophthalmological consultant to the office of civil af- 
fairs and military government, Department of the 
Army. In Australia and New Zealand, with Prof. Jules 
Francois, he was guest of honor at the annual Aus- 
tralian Ophthalmological Society in Brisbane and the 
annual meeting of the New Zealand Ophthalmolog- 
ical Society in Wellington. He was made honorary 
member of both of these societies.—-—Dr. Ralph M. 
Beddow, former fellow in medicine at the Mayo 
Clinic, Rochester, Minn., who went to Honolulu as 
physician-in-charge of the outpatient department of 
the Queen's Hospital in 1955, has become associated 
with the Fronk Clinic of Honolulu in the practice of 
internal medicine. Dr. Beddow was recently appointed 
assistant chief of medicine at the Queen’s Hospital. 


GENERAL 


American Group Psychotherapy Association.—The first 
annual Training Institute of the American Group 
Psychotherapy Association (345 E. 46th St., New York) 
will be held Jan. 9 at the Henry Hudson Hotel, 353 
W. 57th St., New York. The institute will be open to 
association members, psychologists, and social work- 
ers who meet the minimum requirements for associate 
membership. The fee for the institute ($15 for mem- 
bers and $20 for nonmembers) includes registration, 
tuition fees, and dinner in the evening. 


Residency Training Program in  Psychiatry.—The 
Stritch School of Medicine of Loyola University, Chi- 
cago, and its affiliated hospitals announce the forma- 
tion of a fully approved three-year residency training 
program in psychiatry. Information regarding the 
residency training program and the clinical and di- 
dactic material may be obtained from Dr. John J. 
Madden, Professor of Psychiatry and Neurology, 
Chairman, Department of Psychiatry and Neurology, 
Loyola University, Stritch School of Medicine, 706 
Wolcott Ave., Chicago. 


Wanted, Names of Card Services.—The National Li- 
brary of Medicine (formerly the Armed Forces Med- 
ical Library) is preparing an annotated list of card- 
form publications in medicine and related fields. The 
list will include publications that appear on perforated 
or lined sheets as well as those on separate cards. 
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Persons having or knowing of any such publications 
are asked to communicate with Mrs. Jane M. Fulcher, 
Reference Section, National Library of Medicine, 
Washington 25, D. C. (Mrs. Fulcher will supply any- 
one interested with a listing of those card services 
already known to her.) 


Safety Awards.—The National Safety Council invites 
entries for its 1956 Public Interest Newspaper awards. 
Entries, which must be received not later than Feb. 1, 
will be announced in April. They may be made by 
the entrant, by a local safety organization, or by any 
other logically associated group or individual. Entries 
must be made on an official entry blank, must be ac- 
companied by an exhibit of representative clippings 
or tear sheets, and should be accompanied by a state- 
ment summarizing any nonclassifiable safety activities 
performed during the year. Entries should be ad- 
dressed to Paul Jones, Director of Public Information, 
National Safety Council, 425 N. Michigan Ave., Chi- 
cago 11. 


Conference on Cerebral Vascular Disease.—A second 
Conference on Cerebral Vascular Diseases wil! be 
held at the Nassau Tavern, Princeton, N. J., Jan. 16-18, 
under the sponsorship of the American Heart Asso- 
ciation. Attendance will be by invitation only. The 
conference will be conducted as a series of round- 
table discussions involving approximately 40 partici- 
pants. All discussions will be transcribed, edited, and 
published as transactions, which will be made avail- 
able to the medical profession. Among the disciplines 
to be represented at the conference will be pathology, 
brain chemistry, physiology, blood coagulation studies, 
neurology, neurosurgery, psychiatry, electroencephal- 
ography, and studies in the fields of hypertension, 
atherosclerosis, and rehabilitation. 


Pan-Pacific Surgical Association.—The seventh Con- 
gress of the Pan-Pacific Surgical Association will be 
held in Honolulu, Nov. 14-22. These congresses are 
held triennially to fulfill the three basic tenets under 
which the association was formed in 1929: (1) to bring 
together surgeons from countries bordering on the 
Pacific Ocean for the exchange of surgical ideas and 
methods; (2) to develop an acquaintanceship among 
the surgeons so that they may be instrumental in pro- 
moting a spirit of good fellowship among the races of 
the Pacific; and (3) to further the principles of hospital 
standardization and administration. Members of the 
profession are cordially invited to attend with their 
families. For information, write to Dr. Forrest J. Pink- 
erton, Director-General, Pan-Pacific Surgical Associa- 
tion, Suite 230, Young Building, Honolulu, Hawaii. 


Postgraduate Clinics in Dermatology.—The University 
of California Medical Extension will offer a series of 
Postgraduate Clinics in Dermatology, Jan. 11-12, at 
the University of California Hospital in San Francisco. 
Lectures and round-table discussions will be devoted 
to common problems encountered in treatment; re- 
cent advances in dermatology; practical office tech- 
niques; and diagnostic aids. The material will be 
illustrated with Kodachrome slides and with practical 
demonstrations with patients. Dr. Rees B. Rees Jr., as- 
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sociate clinical professor and chairman of the depart- 
ment of dermatology at the University of California 
School of Medicine, will serve as program chairman. 
The guest lecturer, Dr. George C. Andrews, clinical 
professor of dermatology at Columbia University Col- 
lege of Physicians and Surgeons, New York, will speak 
on “Evaluation of New Treatments.” The program is 
accredited for 14 hours by the American Academy of 
General Practice. The fee is $40. Information and ap- 
plication for enrollment may be obtained by writing 
Dr. Seymour M. Farber, Head, Medical Extension, 
University of Calitornia Medical Center, San Fran- 
cisco 22. 


Pediatrics Residency Fellowships.—The American 
Academy of Pediatrics will grant 12 or more fellow- 
ships (six months to one year) to pediatric residents 
for the fiscal year 1957-1958. These fellowships, cre- 
ated to enable young physicians in the United States 
and Canada who are in financial need to complete 
their pediatric training, carry a stipend of $500-$1,000, 
depending on the need of the recipient and the length 
of time required to complete training. The fellowships, 
made possible by a grant to the academy from Mead 
Johnson & Company, will be granted as of July 1, 
1957. The deadline for receipt of applications will be 
March 1. 

Requirements for the awards are (1) a letter from 
the chief of service indicating that the proposed indi- 
vidual has completed, or will have completed by July 
1, 1957, one year of pediatric training credited by the 
American Board of Pediatrics, that the resident has 
performed his work ably, and that there is real need 
for financial assistance; (2) a letter from the resident 
requesting the fellowship, stating that he intends to 
enter pediatric private practice at the conclusion of 
his second year of training. Consideration will be 
given to geographical spread of appointments, so that 
all sections of the country will be represented, and 
preference will be exhibited for well-qualified but 
smaller training centers, which perhaps have fewer 
resources for assistant residents in training than do 
some of the larger centers. Research interests and 
accomplishments and desire to enter academic pedi- 
atrics are not criteria for the awards. Those interested 
in applying may correspond with the American Acad- 
emy of Pediatrics, 1801 Hinman Ave., Evanston, III. 


FOREIGN 


Meeting of Anesthesiologists.—The next joint meeting 
of the Austrian, German, and Swiss societies of anes- 
thesiologists will be held in Vienna, June 13-15. The 
main topic will be “Postoperative Treatment.” Appli- 
cations should be sent to Dr. K. Steinbereithner, I. 
Chirurgische Univseritiats-Klinik, Wien IX, Alser- 
strasse 4, before Jan. 15 and applications for papers, 
to the same address, not later than Feb. 28. 


CORRECTION 


Aid in Calculation of Diets.—On page 1234 of Tue 
JourNAL, Nov. 24, 1956, the nomogram, which was 
reduced from the original size to column width, no 
longer gives values in agreement with the formula 
on which it was based. The author of the article, Dr. 
Ralph J. Slonim Jr., now points out that the nature 
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of the nomogram requires a certain fixed relation 
between the length of the lines and their relative dis- 
tance. It can, therefore, be reduced in size only if the 
reduction is done to scale. The following figure is a 
correct print of the nomogram when scaled to column 
width. 
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Nomogram for calculation of weight-changing cliets. 


EXAMINATIONS 
AND LICENSURE 


BOARDS OF MEDICAL EXAMINERS 

ALABAMA: Examination. Montgomery, June 18-20. Sec., Dr. 
D. G. Gill, State Office Bldg., Montgomery 4. 

Arnizona:*® Examination. Phoenix, Jan. 16-18. Reciprocity. 
Phoenix, Jan. 19. Exec. Sec., Mr. Robert Carpenter, 826 
Security Bldg., Phoenix. 

ArKANSAS:° Examination. Little Rock, June. Sec., Dr. Joe Ver- 
ser, Harrisburg. 

Connecticut:*® Examination. New Haven, Mar. 12-14, Sec., 
Dr. Creighton Barker, 160 St. Ronan St., New Haven. 

DevawareE: Examination. Dover, Jan. 8-10. Reciprocity. Dover, 
Jan. 17. Sec., Dr. Joseph S. McDaniel, 225 So. State St., 
Dover. 

District ofr CoLumBIA:* Examination. Washington, May 13-14. 
Deputy Director, Mr. Paul Foley, 1740 Massachusetts Ave., 
N. W., Washington. 

Georcia: Examination and Reciprocity. Augusta and Atlanta, 
June. Sec., Mr. Cecil L. Clifton, 111 State Capitol, Atlanta 3. 

Ipano: Examination and Reciprocity. Boise, Jan. 7-9. Exec. Sec., 
Mr. Armand L. Bird, 364 Sonna Bldg., Boise. 

ILtinois: Examination and Reciprocity. Chicago, Feb. 4-7. Supt. 
of Regis., Mr. Fredric B. Selcke, Capitol Bldg., Springfield. 
Maine: Examination and Reciprocity. Portland, March 12-14. 

Sec., Dr. Adam P. Leighton, 192 State St., Portland. 

Massacuusetts: Examination. Boston, Jan. 15-18. Sec., Dr. 
Robert C. Cochrane, State Office Bldg., Boston. 

Micuican:* Examination. Ann Arbor and Detroit, June. Sec.. 
Dr. E. C. Swanson, 118 Stevens T. Mason Bldg., West Mich- 
igan Ave., Lansing 8. 

Minnesota: Examination. Minneapolis, Jan, 22-24. Reciprocity. 
St. Paul, Feb. 12-15. Sec., Dr. F. H. Magney, 230 Lowry 
Medical Arts Bldg., St. Paul 2. 

Mississippi: Examination. Jackson, June. Asst. Sec., Dr. R. N. 
Whitfield, Old Capitol, Jackson. 

Montana: Examination and Reciprocity. Helena, Apr. 2-3. Sec., 
Dr. S. A. Cooney, 214 Power Block, Helena. 

NeBrASKA:* Examination. Omaha, June 17-19. Director, Mr. 
Husted K. Watson, Room 1009, State Capitol Bldg., Lincoln 9. 
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Nevapa:® Examination and Reciprocity. Reno, Jan. 8. Sec., 
Dr. G. H. Ross, 112 North Curry St., Carson City. 

New Hamepsuime: Examination and Reciprocity. Concord, March 
13-14. Sec., Dr. John S. Wheeler, 107 State House, Concord. 

New Jersey: Examination. Trenton, June 18-21. Sec., Dr. Pat- 
rick H. Corrigan, 28 West State St., Trenton. 

New York: Examination. Albany, Buffalo, New York and Syra- 
cuse, Feb. 5-8. Sec., Dr. Stiles D. Ezell, 23 S. Pearl St., 
Albany. 

Nortu Carouina: Reciprocity. Charlotte, Jan. 14. Asst. Sec., 
Mrs. Louise J. McNeill, 716 Professional Bldg., Raleigh. 

Oxtanoma:® Examination. Oklahoma City, June 11-12. Sec., 
Dr. E. F. Lester, 813 Braniff Building, Oklahoma City. 

Orecon:® Reciprocity. Portland, Jan. 4-5. Examination. Port- 
land, Jan. 7-8. Exec. Sec., Mr. Howard I. Bobbitt, 609 Failing 
Bldg., Portland 4. 

PENNSYLVANIA: Examination. Philadelphia, Jan. 7-10. Act. Sec., 
Mrs. Marguerite G. Steiner, Box 911, Harrisburg. 

Soutu Daxota:*® Examination. Sioux Falls, Jan, 21-22. Ex. 
Sec., Mr. John C. Foster, 300 First National Bank Bldg., Sioux 
Falls. 

Uran: Examination. Salt Lake City, July 11-13. Director, Mr. 
Frank E. Lees, 324 State Capitol Bldg., Salt Lake City 1. 

VerMont: Examination and Reciprocity. Burlington. Jan. 30, 
Feb. 1. Sec., Dr. F. J. Lawliss, Richtord. 

WaASHINGTON:® Examination and Reciprocity. Seattle, Jan. 14-16 
and Jan. 12. Sec., Mr. Edward C. Dohm, Olympia. 

West Vircinia: Examination. Charleston, Jan. 7-9. Sec., Dr. 
Newman H. Dyer, State Office Building No. 3, Charleston 5. 

Wisconsin:® Reciprocity. Jan. 9. Examination. Madison, Jan. 
8-10. Sec., Dr. Thomas W. Tormey, Jr., 1140 State Office 
Bldg., 1 West Wilson St., Madison. 

Wyominc: Examination and Reciprocity. Cheyenne, Feb. 4. 
Sec., Dr, Franklin D. Yoder, State Office Bldg., Cheyenne. 

ALAsKA:*® On application in Anchorage, Fairbanks, Juneau and 
other towns. Sec., Dr. W. M. Whitehead, 172 South Franklin 
St., Juneau. 

Guam: Subject to Call. Act. Sec., Dr. S. F. Provencher, Agana. 

Hawau: Examination. Honolulu, Jan. 14-15. Sec., Dr. I. L. Til- 
den, 1020 Kapiolani St., Honolulu. 

Puerto Rico: Examination. San Juan, March 5-9. Sec., Mr. Jo- 
seph Mercado Cruz, Box 9156, Santurce. 


BOARDS OF EXAMINERS IN THE BASIC SCIENCES 

ArKANSAS: Examination. Little Rock, May 6-7. Sec., Mrs. S. C. 
Dellinger, Zoology Department, University of Arkansas, Little 
Rock. 

Connecticut: Examination. New Haven, Feb. 9, Exec. Asst., 
Mrs. Regina G. Brown, 258 Bradley St., New Haven 10. 

District oF CovumBia: Reciprocity. Washington, March 11. 
Examination. Washington, April 22-23. Deputy Director, Mr. 
Paul Foley, 1740 Massachusetts Ave. N. W., Washington 6. 

FLoriwa: Examination, Miami, June 8. Sec., Mr. M. W. Emmel, 
Box 340, University of Florida, Gainesville. 

lowa: Examination. Des Moines, Jan. 8. Sec., Dr. Ben H. Peter- 
son, Coe College, Cedar Rapids. 

MicuiGANn: Examination. Detroit and Ann Arbor, Feb. 8-9. Sec., 
Mrs. Anne Baker, 116 Stevens T. Mason Bldg., Lansing. 

Minnesota: Examination. Minneapolis, Jan. 8-9. Sec., Dr. Ray- 
mond N. Bieter, 105 Millard Hall, University of Minnesota, 
Minneapolis. 

NEBRASKA: Examination. Omaha, Jan. 8-9. Director, Mr. Husted 
k. Watson, Room LOOY, State Capitol Bldg., Lincoln 9. 

Nevapa: Examination. Reno, Jan. 8. Sec., Dr. Donald G. Cooney, 
Box 9005, University Station, Reno. 

New Mexico: Examination. Santa Fe, Jan. 20. Reciprocity. 
Santa Fe, Jan. 6. Sec., Mrs. Marguerite Cantrell, Box 1522, 
Santa Fe. 

OKLAHOMA: Examination. Oklahoma City, April 19-20. Sec., 
Dr. E. F. Lester, 813 Braniff Bldg., Oklahoma City. 

Texas: Examination. Austin, April. Sec., Bro. Raphael Wilson, 
407 Perry-Brooks Bldg., Austin. 

WASHINGTON: Examination. Seattle, Jan. 9-10. Sec., Mr. Edward 
C. Dohm, Olympia. 

Wisconsin: Examination. Madison, April 6, and Milwaukee, 
June 1. Sec., Dr. W. H. Barber, 621 Ransom St., Ripon. 

Avaska: Examination and Reciprocity. Anchorage and Juneau, 
first week of February, April, June, August and November. 
Sec., Dr. C. Earl Albrecht, Box 1931, Juneau. 
* Basic Science Certificate requited. 
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McAskill, James Ernest ® Watertown, N. Y.; born in 
Highgate, Ontario, Canada, Jan. 31, 1888; M_.B., 
Queen's University Faculty of. Medicine, Kingston, 
Ontario, Canada, 1914, and M.D. in 1921; specialist 
certified by the American Board of Otolaryngology; 
member of the American Academy of Ophthalmology 
and Otolaryngology and the American Laryngological, 
Rhinological and Otological Society; fellow of the 
American College of Surgeons; veteran of World War 
I, and was decorated with the British Military Cross 
by King George V; past-president, vice-president, and 
treasurer of the Jefferson County Medical Society; 
past-president and secretary of the Fifth District 
Branch of the Medical Society of the State of New 
York; at one time vice-president of the Medical So- 
ciety of the State of New York; honorary member of 
the medical staff, past-president of the medical staff, 
and formerly chief of the eye, nose, and throat depart- 
ment of the Mercy Hospital; honorary member of the 
medical staff and served as chief of the eye, nose, and 
throat department of the House of the Good Samari- 
tan; past-president of the Queen’s University Alumni 
Association and at the time of his death a member of 
the university's board of trustees; died Oct. 6, aged 
68, of coronary occlusion. 


Bellinger, Grover C., Salem, Ore.; born in 1884; Willa- 
mette University Medical Department, Salem, 1909; 
also a graduate in pharmacy; an associate member of 
the American Medical Association; member and past- 
president of the American Trudeau Society; member 
and at one time vice-president of the American Col- 
lege of Chest Physicians, Oregon State Medical Soci- 
ety, and the National Tuberculosis Association; during 
World War I served as a chest specialist on the local 
medical advisory board for the draft and in World 
War II served as advisor in tuberculosis for the state 
medical officers in selective service; since 1946 area 
consultant for the Veterans Administration; superin- 
tendent of the Oregon State Tuberculosis Hospital 
from 1913 until his retirement in 1954; died in the 
Salem General Hospital Oct. 24, aged 72, of chronic 
lymphocytic leukemia. 

Sears, Charles Edwin * Portland, Ore.; born in Rock 
Island, Ill., Sept. 20, 1878; College of Physicians and 
Surgeons of Chicago, School of Medicine of the Uni- 
versity of Illinois, Chicago, 1901; clinical professor of 
internal medicine at the University of Oregon Med- 
ical School; specialist certified by the American Board 
of Internal Medicine; fellow of the American College 
of Physicians; past-president and councilor of the 
Oregon State Medical Society; served on the board of 
censors, council, and many committees of the Mult- 
nomah County Medical Society; in 1953 appointed by 
the late Governor Paul Patterson as Oregon repre- 
sentative at the world medical conference in Rich- 
mond, Va.; veteran of World War I; on the staffs of 
St. Vincent’s Hospital and the Good Samaritan Hos- 
pital, where he died Oct. 4, aged 78, of cancer. 


@ Indicates Member of the American Medical Association. 


Hill, James A., Alpine, Texas; born in Goliad, Texas, 
May 14, 1872; Medical Department of Tulane Uni- 
versity of Louisiana, New Orleans, 1900; clinical pro- 
fessor of surgery emeritus at the Baylor University 
College of Medicine in Houston; member of the Amer- 
ican Goiter Association; fellow of the Southwestern 
Surgical Congress, International College of Surgeons, 
and the American College of Surgeons, of which he 
was a past-governor; past-president of the Harris 
County Medical Society; veteran of World War I, at 
various times served as chief of surgery at the Me- 
morial Hospital and Jefferson Davis Hospital and as 
visiting surgeon at St. Joseph’s, Hermann, and St. 
Luke's Episcopal hospitals, all in Houston; member 
of the board of directors of the First City National 
Bank; died in the Alpine Hospital Oct. 16, aged 84, of 
carcinoma of the liver and colon. 


Cornell, Van Alstyne Hartwell, New York City; born 
in Trenton, N. J., Dec. 31, 1876; New York Homeo- 
pathic Medical College and Hospital, New York City, 
1900; specialist certified by the American Board of 
Dermatology and Syphilology; an associate member 
of the American Medical Association; member of the 
American Academy of Dermatology and Syphilology; 
emeritus professor of dermatology at his alma mater, 
now known as the New York Medical College, Flower 
and Fifth Avenue Hospitals; served on the staffs of the 
William McKinley Memorial Hospital in Trenton, 
N. J., Metropolitan Hospital, the Department of Cor- 
rection Hospitals, and the University Hospital; died 
Oct. 24, aged 79, of bronchopneumonia. 


Fisher, Arthur Oscar * St. Louis; born in Baraboo, 
Wis., in 1884; Johns Hopkins University School of 
Medicine, Baltimore, 1909; since 1951 assistant pro- 
fessor emeritus of clinical surgery at Washington Uni- 
versity School of Medicine, where he joined the 
faculty as an assistant in surgery in 1911, subsequently 
becoming an instructor, an associate professor, and an — 
assistant professor of clinical surgery; member of the 
founders’ group of the American Board of Surgery; 
member of the Western Surgical Association; fellow 
of the American College of Surgeons; on the staffs of 
the Shriners Hospital for Crippled Children, St. Luke’s 
Hospital, St. Louis Children’s Hospital, and the Barnes 
Hospital, where he died Oct. 23, aged 72, of hepatitis. 
Bondurant, Charles Palmer * Oklahoma City, Okla.; 
born in Miami, Mo., July 17, 1897; University of Okla- 
homa School of Medicine, Oklahoma City, 1924; 
specialist certified by the American Board of Derma- 
tology and Syphilology; member of the American 
Academy of Dermatology and Syphilology; fellow of 
the American College of Physicians; professor of 
dermatology and syphilology at his alma mater; chair- 
man of the state department of public welfare; presi- 
dent of the American Public Welfare Association; on 
the staffs of the Federal Reformatory Hospital in E] 
Reno, St. Anthony Hospital, University Hospitals, and 
the Wesley Hospital; died Oct. 23, aged 58. 
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Britt, Robert Emmet * St. Louis; born in Omaha, 
March 9, 1904; Creighton University School of Medi- 
cine, Omaha, 1929; associate professor of clinical neu- 
rology and psychiatry at St. Louis University School of 
® Medicine; specialist certified by the American Board 
of Psychiatry and Neurology; member of the American 
Psychiatric Association and the Central Neuropsychi- 
atric Association; fellow of the American College of 
Physicians; past-president of the Missouri Society for 
Neurology and Psychiatry; on the staffs of the St. 
Marys, Alexian Brothers, Firmin Desloge, St. Vin- 
cents, and Missouri Baptist hospitals; died Oct. 28, 
aged 52, of coronary thrombosis. 


Barbour, Orville Everett * Peoria, Ill.; St. Louis Uni- 
versity School of Medicine, St. Louis, 1919; specialist 
certified by the American Board of Pediatrics; member 
of the American Academy of Pediatrics; fellow of the 
American College of Physicians; past-president of the 
Peoria City Medical Society and the pediatric section 
of the Pan-American Medical Association; served as 
vice-president of the Peoria County Medical Society; 
past-president of the medical staff of Methodist Hos- 
pital of Central Hlinois; died Oct. 12. aged 63, of heart 
disease. 

Dick, Andrew Achatius * Alhambra, Calit.; Magyar 
Kiralvi Pazmany Petrus Tudomanyegyetem Orvosi 
Fakultasa, Budapest, 1926; specialist certified by the 
American Board of Surgery; fellow of the American 
College of Surgeons and the International College of 
Surgeons; at one time practiced in Chicago, where he 
was on the faculty of Loyola University School of 
Medicine, and on the staffs of St. Joseph Hospital and 
Illinois Masonic Hospital; veteran of World War II; 
died Nov. 2, aged 54, of coronary occlusion. 


Gaillard, Milton Tacitus * Baldwin, N. Y.; \icGiil 
University Faculty of Medicine, Montreal, Canada. 
1932; specialist certified by the American Board of 
Ophthalmology; member of the American Academy of 
Ophthalmology and Otolaryngology; fellow of the 
American College of Surgeons; on the staffs of the 
South Nassau Communities Hospital in Oceanside, 
Mercy Hospital in Rockville Centre, Nassau Hospital 
in Mineola, and the Meadowbrook Hospital in Hemp- 
stead; died Oct. 9, aged 52, of cerebral hemorrhage. 


Hersloff, Nils Bror ® West Coxsackie, N. Y.: Columbia 
University College of Physicians and Surgeons, New 
York City, 1930; member of the American Psychiatric 
Association; served on the faculty of his alma mater; 
formerly associated with the Veterans Administration 
Hospital in Canandaigua and the Veterans Adminis- 
tration in New York City; at one time director of the 
mental hygiene department at the Rip Van Winkle 
Clinic in Hudson; veteran of World War Il; died Oct. 
25, aged 55. 


Warren, Charles William * Rochester, N. Y.: Syracuse 
University College of Medicine, Syracuse, 1924; certi- 
fied by the National Board of Medical Examiners; 
specialist certified by the American Board of Internal 
Medicine; fellow of the American College of Phy- 
sicians; member of the American Academy of Allergy; 
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served on the faculty of the University of Rochester 
School of Medicine and Dentistry; on the staffs of the 
Strong Memorial—Rochester Municipal Hospitals and 
the Genesee Hospital; died Nov. 4, aged 56. 


Allen, Luther Martin, Springfield, Pa.; University of 
Pennsylvania Department of Medicine, Philadelphia, 
1895: served as surgeon for the Baltimore and Ohio 
Railroad; died Oct. 22, aged $7, of arteriosclerosis. 
Baumoel, Siegfried * Cleveland; Western Reserve 
University Medical Department, Cleveland, 1908; 
specialist certified by the American Board of Psychia- 
try and Neurology; on the staff of the Mount Sinai 
Hospital; died Oct. 17, aged 72, of acute coronary 
disease. 

Baumrucker, Otto, Cicero, Dearborn Medical Col- 
lege, Chicago, 1905; also a dentist; died Nov. 3, aged 
SO. of coronary thrombosis. 


Becker, Leo Vitus * Paterson, N. J.; Baltimore Medi- 
cal College, Baltimore, 1906; fellow of the American 
College of Surgeons; past-president of the state board 
of medical examiners; served as Passaic County free- 
holder, as member of the fire and police commission 
and the city board of library trustees; associated many 
vears with St. Joseph Hospital; served on the staff of 
the Passaic County Welfare Home (Hope Dell); died 
in St. Joseph Hospital Oct. 23, aged 78. 

Benner, Wallace Jacob, Lakewood, Ohio; University 
of Wooster Medical Department, Cleveland, 1903; 
member of the Cleveland Academy of Medicine; for 
many years health commissioner of Lakewood; served 
as president of the Lakewood Chamber of Commerce 
and the Lakewood Kiwanis Club; on the consulting 
staff of the Lakewood Hospital, which he helped found 
and where he died Oct. 16, aged 77, of arteriosclerosis. 


Beverley, George William Bertram * Topeka, Kan.; 
M.R.C.S., England, L.R.C.P., of London, 1897; Uni- 
versity Medical College of Kansas City, Mo., 1903; 
veteran of World War 1; died “ept. 24, aged 84, of 
acute coronary occlusion. 


Bick, John Moersdorf * Barringt Northwestern 
University Medical School, Chicago, 1897; died Nov. 
2. aged 89. 


Bird, Charles Whiting, Columbus, Ohio; Ohio Medi- 
cal University, Columbus, 1900; practiced in Conti- 
nental, where he served as a member of the county 
board of health and president of the board of educa- 
tion; died Oct. 19, aged 84. 


Bowers, Walier Garfield, Reading, Pa.; Medico-Chi- 
rurgical College of Philadelphia, 1904; member of the 
American Psychiatric Association; specialist certified 
by the American Board ot Psychiatry and Neurology; 
for many years superintendent of the Schuylkill Coun- 
ty Hospital tor Mental Diseases in Schuylkill Haven; 
served as superintendent of the Pennhurst State School 
in Spring City; died Oct. 22, aged 77. 

Busby, Elias Dempson, Goodsprings, Ala.; Birming- 
ham Medical College, Birmingham, 1910; died Oct. 
19, aged 91, of cirrhosis of the liver and bronchiectasis. 
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Carlson, Richard Gustaf ® Beecher, IIl.; Chicago Med- 
ical School, Chicago, 1948; on the staff of the Hazel 
Crest (IIl.) General Hospital; died Nov. 9, aged 33, of 
injuries received in an automobile accident. 


Coffman, John S., Muncie, Ind.; Eclectic Medical In- 
stitute, Cincinnati, 1892; died in Moosehaven, Fla., 
Oct. 22, aged 93. 


Collins, William Francis ® New Haven, Conn.; Yale 
University School of Medicine, New Haven, 1904; 
veteran of World War I; a founder of the Hospital of 
St. Raphael, where he was past-president of the board 
and where he died Nov. 5, aged 74. 


Combs, James Mobley * Atlanta, Ga.; University of 
Georgia School of Medicine, Augusta, 1942; member 
of the American Academy of General Practice and the 
Industrial Medical Association; veteran of World War 
Il; died Oct. 15, aged 41. 


Cowan, William Riley, Jay, Okla.; (licensed in Okla- 
homa under the Act of 1908); died Oct. 26, aged 88. 


Cox, C. C., Carthage, Ark.; Memphis Hospital Medi- 
cal College, Memphis, Tenn., 1906; died in the Arkan- 
sas Baptist Hospital, Little Rock, Oct. 21, aged 72, 
of myocardial infarction and uremia. 

Darrow, Frank Irons, Fargo, N. D.; Johns Hopkins 
University School of Medicine, Baltimore, 1916; mem- 
ber, past-president, and vice-president of the North 
Dakota State Medical Association; veteran of World 
War |; state athletic commissioner; on the staff of St. 
John’s Hospital; died Oct. 27, aged 64, of coronary 
sclerosis. 

Ewer, Elsie Emmerich, New York City; New York 
Medical College and Hospital for Women, Homeo- 
pathic, New York City, 1910; died in the Mount Ver- 
non (N. Y.) Hospital July 12, aged 70, of myocardial 
infarct. 

Fortinberry, Andrew Jackson, St. Gabriel, La.; Mem- 
phis Hospital Medical College, Memphis, Tenn., 
1904; member of the Louisiana State Medical Society; 
died Oct. 1, aged 77, of a heart attack. 


Geyer, Harry Maurice, Jr. ® Major, U.S. Army, retired, 
Bakersfield, Calif.; University of Pittsburgh School of 
Medicine, Pittsburgh, 1939; veteran of World War II; 
retired from the U. S. Army July 31, 1949; on the 
staffs of the Kern General and Bakersfield hospitals and 
the Mercy Hospital, where he died Oct. 17, aged 41, 
of massive gastrointestinal hemorrhage. 


Glasco, Loren Agnew, Springfield, Mo.; St. Louis Col- 
lege of Physicians and Surgeons, St. Louis, 1910; 
member of the Missouri State Medical Association; 
died in St. John’s Hospital Aug. 28, aged 70, of cere- 
bral thrombosis. 


Glass, Jacob Cressy, Greensburg, Ind.; University of 
Louisville Medical Department, Louisville, Ky., 1907; 
for two terms county coroner; died in the Decatur 
County Memorial Hospital Aug. 19, aged 82, of pneu- 
monia. 

Hampson, J. K., Nodena, Ark.; Memphis Hospital 
Medical College, Memphis, Tenn., 1898; founder of 
the Museum of Archaeology; died in Osceola Oct. 8, 
aged 79. 
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Hanson, William Christian ® Racine, Wis.; Milwaukee 
Medical College, Milwaukee, 1897; served overseas 
during World War I; died Oct. 23, aged 84. 


Hatfield, Ben Franklin ® Indianapolis; Indiana Uni- 
versity School of Medicine, Indianapolis, 1916; on the 
staff of St. Vincent’s Hospital, where he died Oct. 15, 
aged 68. 


Hayes, Albert Howard, Fairmont, N. C.; Emory Uni- 
versity School of Medicine, Emory University, Ga., 
1917; served as mayor; died in the Robeson County 
Memorial Hospital, Lumberton, Oct. 18, aged 66, of. 
coronary occlusion. 


Haynes, James W. Dorsey * Mathews, Va.; University 
of Maryland School of Medicine, Baltimore, 1889; 
Baltimore Medical College, Baltimore, 1891; died 
Oct. 23, aged 88, of aplastic anemia. 


Holloway, Joseph Clark ® Durham, N. C.; Tulane 
University of Louisiana School of Medicine, New Or- 
leans 1927; member of the American Academy of 
General Practice; on the staff of the Watts Hospital, 
where he died Oct. 24, aged 56, of carcinoma of the 
liver, portal cirrhosis of the liver, and hemorrhagic 
gastritis. 

Holzer, Charles Elmer ® Gallipolis, Ohio; Starling- 
Ohio Medical College, Columbus, 1909; fellow of the 
American College of Surgeons; served on the staff of 
the Holzer Hospital, where he died Nov. 1, aged 69, 
of generalized arteriosclerosis and cerebral throm- 
bosis. 

Hunt, Walter Jackson, Warren, Ark.; University of 
Arkansas School of Medicine, Little Rock, 1911; mem- 
ber of the American Academy of General Practice; on 
the staff of the Bradley County Memorial Hospital; 
died Oct. 21, aged 69, of coronary occlusion. 


Hughes, Ray Whitbeck ® Lake Worth, Fla.; Detroit 
College of Medicine and Surgery, Detroit, 1916; spe- 
cialist certified by the American Board of Otolaryn- 
gology; member of the American Academy of Oph- 
thalmology and Otolaryngology; formerly practiced 
in Detroit, where he was on the staffs of the Florence 
Crittenton Hospital and the Grace Hospital; died in 
Palm Beach, Aug. 28, aged 66. 


Jones, Edwin Murray, Fellsmere, Fla.; Baltimore 
Medical College, Baltimore, 1910; died in the Indian 
River Memorial Hospital, Vero Beach, Aug. 13, aged 
70, of gastrointestinal hemorrhage and arteriosclerotic 
cardiovascular disease. 

Kelley, James Aleck ® Georgetown, S. C.; Medical 
College of the State of South Carolina, Charleston, 
1943; interned at the Kelley Memorial Hospital in 
Kingstree; veteran of World War II; on the staffs of 
the Johnson Memorial Hospital in Hemingway, Berke- 
ley County Hospital in Moncks Corner, Georgetown 
County Memorial Hospital in Georgetown, and the 
Whitehead Infirmary at Lake City; died in Charleston 
Oct. 5, aged 37, of cardiovascular renal disease. 


Kramer, Hilde Cecile, West Brentwood, N. Y.; Medi- 
zinische Fakultat der Universitat, Vienna, 1932; super- 
vising psychiatrist at the Pilgrim State Hospital; died 
Oct. 4, aged 68. 


>» 


64 DEATHS 


Kroehler, Robert Andrew ® Rosedale, N. Y.; University 
of Nebraska College of Medicine, Omaha, 1925; mem- 
ber of the American Academy of General Practice; 
veteran of World War II; died Sept. 27, aged 55, of 
coronary thrombosis. 


McCarver, James William, Los Angeles; University of 
Texas School of Medicine, Galveston, 1898; died in 
the Glendale (Calif.) Sanitarium and Hospital Oct. 17, 
aged 86, of ¢rteriosclerotic heart disease. 


McPheeters, James Douglas Laurance ® Chattanooga, 
Tenn.; Columbia University College of Physicians 
and Surgeons, New York City, 1912; veteran of World 
War I; past-president of the Chattanooga and Hamil- 
ton County Medical Society; medical consultant for 
the Veterans Administration; on the staffs of the T. C. 
Thompson Children’s Hospital and the Baroness 
Erlanger Hospital, where he died Oct. 3, aged 68, of 
coronary sclerosis. 


Mehler, Leopold, New York City; Medizinische 
Fakultat der Universitit, Vienna, 1926; a member of 
the Medical Society of the State of New York; spe- 
cialist certified by the American Board of Otolaryn- 
gology; served on the faculty of Cornell University 
Medical College; on the staffs of the New York Hos- 
pital and the Harlem Eye and Ear Hospital; died 
Sept. 5, aged 55, of heart disease. 


Meier, Siegfried ® Glen Cove, N. Y.; Hessische Lud- 
wigs-Universitat Medizinische Fakultaét, Giessen, 
Hesse, Germany, 1920; police surgeon; on the staffs of 
the Roslyn Park Hospital in Roslyn Heights and the 
North Country Community Hospital, where he died 
Oct. 10, aged 64, of coronary disease. 


Merz, Henry G., Lapeer, Mich.; Chicago Homeopathic 
Medical College, Chicago, 1892; formerly practiced 
in Detroit, where he was on the staff of the Evan- 
gelical Deaconess Hospital; served as county coroner; 
died in the Lapeer County General Hospital Sept. 22, 
aged 86, of congestive heart failure. 


Messing, Max, Brooklyn, N. Y.; Medico-Chirurgical 
College of Philadelphia, 1909; member of the Medical 
Society of the State of New York; died in the Maimon- 
ides Hospital Sept. 10, aged 73. 


Murray, Edward Washington, Norfolk, Va.; Meharry 
Medical College, Nashville, Tenn., 1904; died July 
26, aged 77. 


Pagan, Albert Elwood, Front Royal, Va.; George 
Washington University School of Medicine, Wash- 
ington, D. C., 1912; veteran of World War II; fellow 
of the American College of Surgeons; died July 31, 
aged 69, of heart disease. 


Rider, Evelyn Amanda, Philadelphia; University of 
Pennsylvania School of Medicine, Philadelphia, 1919; 
served as a medical missionary in India for many 
years; died in St. Joseph’s Hospital Aug. 18, aged 74, 
of carcinoma. 


Schultz, Frank J., Milwaukee; Milwaukee Medical 
College, Milwaukee, 1907; served as county coroner; 
died in St. Francis Hospital Oct. 7, aged 73, of cor- 
onary occlusion. 
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Shapira, Albert Abraham, Fort Lauderdale, Fla.; 
Harvard Medical School, Boston, 1913; fellow of the 
American College of Surgeons; veteran of World War 
I; died in the Holy Cross Hospital Aug. 25, aged 69, 
of acute myocardial infarction. 


Sullivan, Arthur Bernard ® New York City; Fordham 
University School of Medicine, New York City, 1917; 
fellow of the American College of Surgeons; director 
of surgery at the Fordham Hospital; attending sur- 
geon, trustee, and president of the medical board of 
Union Hospital, where he died Oct. 22, aged 61, of 
hypertension and arteriosclerotic heart disease. 


Tucker, Arthur Ottis, Seattle; National University of 
Arts and Sciences Medical Department, St. Louis, 
1915; veteran of World War I; died Oct. 12, aged 69. 


Van Renken Stam, Hendrik, New York City; Vander- 
bilt University School of Medicine, Nashville, Tenn., 
1909; an associate member of the American Medical 
Association; veteran of World War I; died Sept. 13, 
aged 73, of hypertensive cardiovascular disease. 


Venn, Walter Thomas, Aurora, IIl.; College of Phy- 
sicians and Surgeons of Chicago, School of Medicine 
of the University of Illinois, Chicago, 1902; died in 
St. Joseph Mercy Hospital Nov. 10, aged 78. 


Viatkin, Vladimir Jacob, New York City; University 
of Kazan Faculty of Medicine, Russia, 1913; died 
Sept. 15, aged 68, of coronary thrombosis. 


Verovitz, Carrol Harris ® Cleveland; University of 
Wooster Medical Department, Cleveland, 1913; vet- 
eran of World War I; on the staff of the Woman's 
Hospital; died in the Benjamin Rose Hospital Sept. 9, 
aged 65, of cerebral vascular accident. 


Watson, Derrill Douglas, Los Angeles; University of 
Southern California School of Medicine, Los Angeles, 
1951; interned at the Los Angeles County Hospital; 
formerly a resident at the California Babies’ and Chil- 
dren’s Hospital; resident at the Veterans Administra- 
tion Center; physician for the city schools; died in the 
Hospital of the Good Samaritan Oct. 9, aged 30, of 
bilateral lobar pneumonia. 


Webb, Jack Graham * Lexington, Ky.; Medical Col- 
lege of Virginia, Richmond, 1940; member of the 
Southeastern Surgical Congress; veteran of World 
War II; specialist certified by the American Board of 
Surgery; on the staffs of the St. Joseph Hospital and 
the Good Samaritan Hospital, where he died Oct. 7, 
aged 40, of acute hemorrhagic pancreatitis. 


Welt, Martin Berthold * New York City; Medizinische 
Fakultat der Universitit, Vienna, 1923; died in the 
Caledonian Hospital, Brooklyn, Oct. 5, aged 58, of 
coronary occlusion. 

Williams, Arthur Leroy, Lake Grove, Ore.; Denver 
and Gross College of Medicine, Denver, 1905; died in 
Astoria July 4, aged 79, of arteriosclerotic heart dis- 
ease. 

Yaffe, Aaron ® Milwaukee; University of Michigan 
Department of Medicine and Surgery, Ann Arbor, 
1908; member of the Industrial Medical Association; 
veteran of World War I; on the staff of the Columbia 
Hospital, where he died Oct. 13, aged 70. 
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FOREIGN LETTERS 


AUSTRIA 


P hale 


graphy. —At the meeting of the So- 
ciety of Physicians in Vienna on Oct. 26, H. Holub 
stated that the possibilities of applying cisternography 
have been limited because of the risks associated with 
forcing air into the cisterna basalis in patients with 
increased intracranial pressure. The introduction of 
high pressure encephalography with fractionation 
eliminates the danger of incarcerating the medulla 
oblongata and makes a systematic examination pos- 
sible, if properly done. Further information may be 
obtained in some patients by a combination with 
arteriography. Pain following encephalography de- 
pends on the quantity of air introduced and on the 
technique of insufflation. The pain should not be 
severe if the replacement of spinal fluid by air is 
carried out slowly, marked variations in pressure are 
avoided, and not too large quantities of air are used. 


Cardiac Extracts.—At the same meeting Siedek and 
Hammer! described the influence of parenterally ad- 
ministered protein-free extracts from total animal 
heart, such as Recosen, in reducing the serum choles- 
terol level. In one patient with idiopathic hyper- 
cholesteremia associated with angina pectoris the 
cholesterol level dropped from 480 to 250 mg. per 
100 cc. within two weeks and the attacks subsided. 
The cholesterol level rose and the pains returned 
after the treatment was discontinued. When fat and 
Recosen were given simultaneously, there was less 
increase in fat metabolism than when fat was given 
alone. 


Plastic Transfusion Apparatus.—At the same meeting 
H. Doller stated that plastic apparatus for blood 
transfusions and other intravenous infusions has the 
advantage over the old rubber tube system that it 
is easy to use, is transparent, and is free from viruses 
and pyrogens. In a series of 3,170 transfusions with 
the use of the plastic apparatus the incidence of 
transfusion reactions fell from 3.8% to 0.7%. 


Malignant Tumors.—At the meeting of the Austrian 
Medical Society in Vienna in September, Seelich 
stated that cancers might possibly be caused by 
chemicals or viruses. Carcinogenic chemicals damage 
the cell, and the damage produced may be transmitted 
to the daughter cells. It cannot yet be proved that 
malignant tumors are caused by viruses. The occur- 
rence of a latent period between contact with a car- 
cinogen and the production of a tumor is explained 
by a gradual damage to the various enzyme systems. 
Although the loss of enzyme systems can be sero- 
logically detected, the presence of antibodies specific 
for tumors cannot be proved. An attempt might be 


The items in these letters are contributed by regular corre- 
spondents in the various foreign countries. 


made to test in vitro the sensitiveness of the various 
tumors to chemotherapeutics, for which the appara- 
tus for the regulation of the enzyme systems must 
form the point of attack. 


Adrenal Cortical Hormones.—At the same meeting 
Rissel gave as indications for use of the therapeutic 
hormones of the adrenal cortex such conditions as 
adrenal cortical hypofunction; epidemic cerebrospinal 
meningitis (Friedrichson’s syndrome); polyarthritis and 
other forms of arthritis; allergic diseases; relative 
adrenal insufficiency in acute infectious diseases; hypo- 
chloremia caused by severe vomiting; tuberculous 
meningitis, miliary tuberculosis, and tuberculous 
pleuritis; various liver diseases; sarcoidosis (Boeck’s 
sarcoid); postvaccinal encephalitis; leukopenia and 
thrombopenia; leukemia; and various eye diseases. 
As contraindications he listed such conditions as 
peptic ulcer, diabetes, acute cardiac lesions, and psy- 
choses. When therapy is discontinued, corticotropin 
should be given for several days. 


Therapy by Prolonged Sleep.—At the same meeting 
Harrer of Salzburg opposed the use of barbiturates 
to induce sleep because of their toxic effects. A sleep 
that more closely simulates natural sleep and that 
can be better regulated is obtained with reserpine 
and the derivatives of phenothiazine. Indications for 
use of this therapy include such conditions as psychi- 
atric diseases, bronchial asthma and other allergic 
conditions, thyrotoxicosis, scleroderma, and _ circula- 
tory decompensation; contraindications include a 
tendency to bleeding and all those diseases in which 
slowing of metabolism must lead to further damage. 


FINLAND 


The Use of Serum as an Antigen.—Dr. B. Landtman 
in Annales Paediatriae Fenniae (vol. 2, part 2, 1956) 
reports the use of serum as an antigen in skin tests 
in 34 children with rheumatic fever and in 166 control 
subjects. A transient cutaneous reaction appeared in 
a number of cases. The result of the test was usually 
negative in control children tested with serum from 
either control or rheumatic subjects. Likewise, most 
of the children with rheumatic fever did not react 
to serum from control subjects, but a cutaneous re- 
action appeared in most children with rheumatic fever 
tested with serum from rheumatic subjects. This 
suggests that serum from rheumatic patients contains 
a substance or substances that may be specific for 
the disease. 


Hypercalcemia and Vitamin D.—In the same issue 
Dr. L. Hjelt ani co-workers report postmortem find- 
ings in two fatal cases of chronic hypercalcemia. One 
of the children had received 13 intramuscular injec- 
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tions of 500,000 I. U. of calciferol over a period of 
little more than two years, and the other child had 
received 4 injections over a period of 14 months. Both 
children showed calcifications in the blood vessels, 
particularly in the media. In the first patient most 
of the renal glomeruli were destroyed. In both, the 
tubuli were filled with calcium and hyaline, with 
calcification in the basal membrane of the epithelium. 
The first patient, whose healthy twin brother had 
received almost the same amount of vitamin D, had 
a dilated kidney pelvis and a dilated collateral ureter. 
The glomeruli of the second patient were structurally 
infantile. Metastatic calcifications were seen in the 
gastric mucosa, lungs, and heart in both patients. 
In the second patient the heart valves were thick, 
stiff, and calcified. This accounted for the long blow- 
ing systolic murmur heard before death. The osseous 
findings suggested osteosclerosis. Both children had 
normal parathyroid glands. In both, the findings 
agreed best with features found in D-hypervita- 
minosis, and there were also resemblances to the 
severe form of so-called idiopathic hypercalcemia. 


Recommended Routine Diagnostic Studies.—Dr. Klaus 
Jarvinen (Duodecim, vol. 72, no. 7-8, 1956) reported 
a study of the diagnostic accuracy of general practi- 
tioners in medical cases. The admission diagnosis of 
the patients referred to the First Medical Clinic of 
the University of Helsinki in 1955 was compared 
with the final diagnosis. In view of the extensive 
examination facilities; the prolonged observation of 
the patients, including regular follow-up _ studies; 
and the results of autopsies (autopsies were performed 
in 56 of the total 74 deaths occurring during the year), 
the hospital diagnosis was taken as correct. In the 
328 patients referred by general practitioners the 
main diagnosis was correct or reasonably close in 
74% of them. Of the wrong diagnoses, 42% were clas- 
sified as grave errors. Of the patients referred by 
internists the diagnosis was incorrect in 11%. The 
admission diagnoses of other specialists, however, 
were even more erroneous than those of the general 
practitioners, the figure being 31%. 

All the 154 cases in which the admission diagnosis 
was erroneous were analyzed in an attempt to dis- 
cover which routine tests were most likely to disprove 
the admission diagnosis and thus which tests should 
be considered obligatory for the general practitioner 
in every medical case. Designating such a list is 
rendered difficult by the fact that practical and scien- 
tific considerations often conflict. 

Although it is difficult to draw up forms tor history 
taking suitable for all patients, every patient should 
be asked about previous illnesses, fitness for work, 
gain or loss in weight, appetite”thirst, cough and ex- 
pectorations, bowel function, urination, vaginal bleed- 
ing and menstruation, venereal diseases, sleep, and 
medicaments used. In addition the physician should 
(1) make a careful examination, (2) take the tempera- 
ture, (3) test for pupillary reaction to light, (4) test 
for the patellar reflex, (5) auscult and percuss the 
chest, (6) take the blood pressure, (7) get the sedi- 
mentation rate, and (8) test the urine for albumin 
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and sugar. Even this limited routine study scheme 
would have disproved 56 of the 64 gravely erroneous 
diagnoses in this study. 


PORTUGAL 


Luzo-Brazilian Medical Journeys.—A group of Brazil- 
ian physicians visited Portugal in May, thereby re- 
turning a visit made by Portuguese physicians to 
Brazil in 1952. The meetings were held in Lisbon 
and Coimbra. The Portuguese commission was headed 
by Prof. Diogo Furtado of Lisbon and the Brazilian 
commission was headed by Prof. Arnaldo de Morais 
of Rio de Janeiro. Prof. Aires de Sousa of Portugal 
described the micrangiographic method of study of 
the pulmonary circulation. This technique reveals the 
state of the arterioles, capillaries, and venules. Prof. 
Jacinto Bettencourt reported on the favorable results 
obtained in the treatment of coronary thrombosis with 
a new drug obtained from the fruits of Ammi visnaga. 
The frequency and intensity of attacks of angina pec- 
toris were greatly reduced by the systematic use of 
visnagana, the name given to the glucoside studied. 


UNITED KINGDOM 


Tea-Drinking and Gastritis—In 155 patients with in- 
digestion in whom gastric biopsy was performed, 
Edwards and Edwards (Lancet 2:543, 1956) inves- 
tigated the temperature at which tea was drunk and 
correlated these temperatures with the biopsy find- 
ings. They found that the mean temperature at which 
tea was drunk by the 78 patients with normal biopsy 
specimens was 128.5 F. For the 32 whose specimens 
showed miscellaneous changes (mainly an apparent 
excess of inflammatory cells in the stroma) it was 
131.4 F. In the 9 with superficial gastritis it was 
130.8 F, and in the 36 with atrophic gastritis it 
was 135.1 F. A somewhat different analytic approach 
revealed that, considering persons under the age of 
50, only 2 of the 13 drinking tea at a temperature 
below 125.5 F showed mucosal abnormalities, but 
of those drinking it at above 137.5 F, 14 of 18 had an 
abnormal mucosa. It is assumed that this association 
is casual and that thermal injuries to the gastric 
mucosa may be common. 


Influenza Virus in Volunteers.—As part of an investi- 
gation into methods of preparing influenza virus that 
will multiply in man without producing symptoms, 
Issacs and Roden (Lancet 2:697, 1956) inoculated 17 
volunteers intranasally or by throat spray with live 
influenza A virus prepared by one amniotic passage 
and 1, 4, or 10 allantoic passages in chick embryos. 
The inoculum contained between 10* and 10°° egg- 
infective doses. No symptoms of respiratory infection 
developed, nor was there any significant increase in 
serum antihemagglutinin or complement-fixing anti- 
body. No virus was recovered in garglings collected 
after inoculation. It is concluded that on passage in 
the allantoic cavity of the chick embryo the virus 
rapidly loses its ability to multiply in man. 
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Q. T. Great Britain—The aims of the newly formed 
national organization known as Q. T. Great Britain 
are as follows: “To render assistance, aid and comfort 
to those who have undergone an ileostomy operation; 
to help such persons with problems of employment 
and rehabilitation and other social questions; and 
to promote and coordinate research, collate records, 
and seek to improve the knowledge and understand- 
ing of ileostomy problems and the techniques and 
appliances required.” The title is similar to that of 
the comparable organization in the United States. 
Membership is open to all with a permanent ileostomy; 
honorary membership is open to all members of the 
medical profession; and associate membership is open 
to relatives of patients and others. 


Choice of Risks.—A 74-year-old man who charged neg- 
ligence sued the Cambridge regional hospital board 
for damages. While he was a private patient under 
treatment for bronchopneumonia, an accident resulted 
in severe burns to his left arm and chest. Later his 
mental and physical health deteriorated and he suf- 
fered from delusions. The head nurse said that he was 
not delirious on admission and that his clinical condi- 
tion was not bad. He was given a sedative at night and 
between 1 and 2 in the morning appeared to be sleep- 
ing well; however, at 2:30 a. m. he was found lying on 
the floor semiconscious, and his left arm and chest had 
sustained burns from an overturned clectric space 
heater. The physician in charge said that there was 
no evidence that the patient was delirious and that, 
since he had had a sedative and his clinical condition 
was not serious, it had been reasonable to leave him for 
an hour at a time. The judge said that the hospital 
had a choice of risks: either it could leave the electric 
heater on for the patient's comfort and safety during 
a cold night or it could switch it off and expose the 
patient to danger trom chilling. He thought that the 
hospital staff had taken a reasonable risk in leaving 
the heater on, particularly as the patient had been 
given a sedative. The judge said that he was not 
satisfied that there was negligence and gave judgment 
for the regional hospital board. 


New Poliomyelitis Unit and Virus Laboratory.—A new 
poliomyelitis unit and a new virus laboratory were 
opened at Ruchill Hospital, Glasgow, Scotland, on 
Oct. 26, by Sir Harold Himsworth, who said that 
virus diseases were more likely to be overcome by 
preventive than by curative methods. Preventive work 
in virus diseases is possible only if the causal or- 
ganisms can be isolated and studied. In the polio- 
myelitis unit, patients are received in five isolation 
cubicles provided with piped oxygen, compressed 
air, and suction. If a cabinet respirator is used, a 
pump is brought to the corridor and connected to the 
respirator by a hole in the cubicle. There is a unit 
of four beds and four units of two beds for convales- 
cent patients. All patients can be kept under observa- 
tion by a single nurse. There is a small operating room 
adjacent to the cubicles for tracheotomy and other 
minor operations, and facilities are provided for the 
study of respiratory function. At the convalescent end 
of the ward is a small physiotherapy unit and recrea- 
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tion room for ambulatory patients. The kitchen is 
divided into a “clean” and a “dirty” compartment. 
Used utensils are returned to the dirty compartment 
for sterilizing. The virus laboratory serves the west 
of Scotland. In the basement noisy equipment and 
an inoculation box for handling infectious material 
are kept. Air exhausted from the box is heat sterilized. 
On the ground floor is a general laboratory for tissue 
cultures. The air cannot be sterilized, but, by con- 
trolling the flow of conditioned air, it is hoped that 
there will be no airborne infections and that outside 
dust will be excluded. There is an incubating room 
for tissue cultures, a laboratory for egg inoculations, 
a sterilizing and preparation room, a small biochem- 
istry laboratory, and accommodation for secretarial 
work and teaching. An animal house has been con- 
structed some distance from the laboratory. This has 
a “clean” wing for animal breeding and an “infected 
wing’ for experimental work, 


Nottingham Meningitis.—An epidemic meningitis, af- 
fecting primarily children and young adults, has 
been observed in the Nottingham area in the past 
six or seven months. There have been 200 hospital 
admissions for this condition, but it is difficult to 
assess the full incidence, as some cases are mild and 
abortive. The onset is sometimes insidious, with 
nausea and headache as presenting symptoms. The 
headache becomes severe, nausea progresses to vom- 
iting, and soon signs of meningeal involvement ap- 
pear. A rash, resembling that of rubella, is sometimes 
present at this stage. The temperature is elevated for 
several days, the lymph glands are often enlarged, 
and prostration may be profound. Without lumbar 
puncture, differential diagnosis is difficult. There is 
no specific treatment. The laboratory finding in typi- 
cal cases is a turbid spinal fluid containing up to 2,000 
cells per cubic millimeter, up to 50% of which are 
polymorphonuclear leukocytes. The total protein con- 
tent is only slightly raised; sugar and chloride levels 
are normal; and cultures are sterile. 


New Light on Kwashiorkor.—Kwashiorkor is a major 
public health problem in underdeveloped parts of the 
world, particularly Africa. It is generally attributed 
to protein deficiency in the diet. Hansen and co-work- 
ers (Lancet 2:911, 1956) report the effects of feeding 
synthetic amino acids to children with the disease. 
This is a logical extension of their work, which showed 
that vitamin-free casein, water, glucose, and a salt 
mixture could initiate a cure. The criterion of initia- 
tion of cure was improvement in the clinical condi- 
tion within 10 to 21 days after beginning of the 
treatment. Checks were made of the serum proteins 
and nitrogen balance. The results showed that syn- 
thetic amino acids, water, minerals, and glucose can 
also initiate a cure. Vitamins are not necessary, al- 
though they help and response is better when they 
are used. Two amino-acid mixtures containing 18 and 
11 amino acids, respectively, were tried. Although 
there was little difference in the clinical results ob- 
tained with the two mixtures, the 11 amino-acid mix- 
ture gave a consistently lower nitrogen retention than 
the richer mixture. 
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CORRESPONDENCE 


SKIING AS A SPORT 


To the Editor:—The Nov. 17 issue of Tur JourRNAL is 
Olympian in scope and enjoyable in content. However, 
for some mysterious reason, the guest editorialist 
omits any reference to winter sports. Further, in the 
excellent article “The Physician as a Sportsman” ( page 
1134), the sport of skiing is entirely omitted. Since 
many thousands of physicians are enthusiastic skiers, 
it may be of interest to your readers to known that one 
group of them has been meeting annually for some 10 
years and has encouraged the study of fitness, of 
methods for the reduction of skiing accidents, and of 
means tor improving first-aid patrols. Partly as a re- 
sult of the efforts of this association, the development 
of release bindings has been accelerated in recent 
years, with the result that many types of ski injuries 
are less common than formerly. Two members of the 
association are nationally known sportsmen and have 
won downhill races in both medical and nonmedical 
contests (L. W. Ruddy, an otclaryngologist of Sacra- 
mento, Calif., and W. A. Ricker, a clinical pathologist 
of Seattle ). 

L. H. M.D. 

450 Sutter St. 

San Francisco 8. 


BADMINTON AS A SPORT 
To the Editor:—Dr. A. J. Ryan, in his article en- 
titled “The Physician as a Sportsman” in the Nov. 
17, 1956, issue of THE JouRNAL, page 1134, did not 
mention badminton as a sport. This omission is even 
more noticeable since it does not permit the inclusion 
of Dr. David Freeman, former United States and 
world badminton champion. Prior to Freeman’s feat 
in winning the World Singles Championship, Euro- 
peans and Asiatics considered American badminton 
players as strictly minor league. In addition to his 
badminton prowess, Freeman also held national rank- 
ing in tennis. 

Joun G. McConany, M.D. 

301-303 Centennial Bldg. 

New Castle, Pa. 


THE WARM-UP 


To the Editor:—A recent article, in the Nov. 17, 1956, 
issue of THE JouRNAL, page 1117, by Karpovich and 
Hale related that warm-up had no appreciable eftect 
on athletic performance. It should, I think, be empha- 
sized that their results were based on the study of 
track men. | believe, however, that this article may 
be interpreted by many, particularly by the lay press, 
that the warm-up has little, if any, value in this sport. 
Indeed, I have already seen this interpretation of the 
article in one of our local newspapers. In working 
with weight-lifters, basketball players, and baseball 
players, | am certain that a warm-up not only is help- 


‘ 
ful in bettering performance but, much more impor- 
tant, is essential in preventing injuries. I have 
personally witnessed arm injuries in baseball players 
from pitching without warm-up and have witnessed 
several injuries among weight-lifters who have failed 
to warm up. In the former, the injuries were long-last- 
ing; in the latter, the injuries were of a more transient 
nature but still impaired efficiency for up to several 
weeks. One must remember that in running one does 
not suddenly exert maximal muscular power in the 
space of a split second as in the sports I have men- 
tioned. If coaches were to do away with the warming- 
up ritual, 1 am certain the number of sports injuries 
would rise considerably. 


Rosert L. M.D. 
Department of Internal Medicine 
St. Joseph's Mercy Hospital 

Ann Arbor, Mich. 


DRUG ADDICTION 
To the Editor:—In the Nov. 10 issue of THe JouRNAL, 
page 1091, was an abstract of an article that appeared 
in the August issue of the A. M. A. Archives of Neu- 
rology and Psychiatry (page 205) reporting possible 
habit-forming properties of meprobamate in a few 
alcoholics. This report is, | think, of extreme impor- 
tance in view of the great acceptance of the drug by 
both the profession and the laity and in view of the 
wide range of conditions for which the drug has been 
prescribed. | think, however, that before we do more 
than suggest the possibility of habit formation and 
urge careful supervision in prescribing the drug, we 
will have to be confronted with cases of addiction in 
patients other than alcoholics. The alcoholic presents 
a special case as far as addiction and excessive self- 
medication are concerned and cannot in any sense 
give an accurate picture of the addictive properties 
of a drug. 

A fairer test of addiction, I think, would be in the 
normal persons given a drug in time of stress. My own 
use of meprobamate has been of this nature. Specif- 
ically, | have used the drug to alieviate postoperative 
depression and anxiety in more than 250 surgical pa- 
tients. Some of these patients were given meprobamate 
as often as six times a day (400 mg.) for as long as 
20 days. | found no sign of addiction, habit formation, 
or tolerance to meprobamate. Actually, a few of the 
surgical patients happened to be alcoholics, but they 
presented no problem either. It may be, however, that, 
as noted in the abstract, it is especially important to 
watch for excessive abuse when meprobamate is pre- 
scribed for alcoholics. 

Timoruy A, LAMpuier, M.D. 
30 The Fenway 
Boston 15, 
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INTERNAL MEDICINE 


Cardiac Amyloidosis. R. Benson and J. F. Smith. Brit. 
Heart J. 18:529-543 (Oct.) 1956 [London, England]. 


Reports on five patients with primary amyloidosis 
who had cardiac symptoms are presented, and the 
pathological features found at autopsy are described. 
Primary amyloidosis is said to differ from the more 
commonly encountered secondary form in that de- 
posits are found chiefly in cardiac, skeletal, and 
smooth muscle and only very slightly in the liver, 
spleen, kidneys, and adrenals. Although the sex inci- 
dence of the disease has been observed to be about 
equal, the five patients presented here were all women, 
of an average age of 55 years. Since the primary form 
of amyloidosis most commonly presents with heart 
failure, special emphasis is laid on this important 
aspect of the disease. Dyspnea on exertion was the 
main complaint in all five patients, and it was the 
initial symptom in all but one, who presented with 
paroxysmal tachycardia. Similarly, anasarca was pres- 
ent in all except one patient, in whom the natural 
course of the disease was prematurely terminated by 
cerebral hemorrhage complicating dicumarol treat- 
ment. A variable degree of generalized cardiac en- 
largement was always found. Electrocardiographic 
studies in three of the patients showed all tracings to 
be of low voltage. Tracings in previously reported 
cases have most frequently been of low voltage, with 
normal rhythm and a low, diphasic or inverted T wave 
in lead 1 and the left precordial leads. While recogni- 
tion of cardiac amyloidosis may be impossible during 
life, the authors feel that this diagnosis should be 
considered when otherwise unexplained heart failure, 
especially with normal rhythm and hypotension, is 
accompanied by an electrocardiogram showing equiv- 
ocal changes in the T wave or defects in conduction. 
Cardiac amyloidosis may occasionally simulate con- 
strictive pericardial disease. 

The time of survival after the onset of symptoms in 
the five patients varied between 14 months and five 
vears, and in general the disease was observed to run 
a more protracted course than would be expected from 
the degree of cardiac disablement present. In four of 
the five patients the involvement of the myocardium 
was conspicuous and sufficient to explain cardiac fail- 
ure through mechanical interference with normal 
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heart action as in constrictive pericardial disease. In 
one patient, however, the infiltration of the myo- 
‘ardium was less extensive, and it is probable that 
involvement of the lungs was a factor. There was con- 
siderable amyloid in vessels and some alveolar walls. 
The primary form of amyloidosis should be remem- 
bered as a rare cause of pulmonary heart disease. The 
correct diagnosis was made only at autopsy in four of 
the patients and only on histological examination in 
the fifth. The following points are useful at autopsy 
examinations: It is important to remember the possi- 
bility of amyloid disease in unexplained heart failure 
and to apply the iodine test even if no other indication 
is present. The presence of a tough texture, a dry cut 
surface, or a dull, waxy appearance in the myocardium 
is helpful, as are unexplained thickenings in the 
endocardium or visceral pericardium. Thickening or 
deformities of valves that are not typical of chronic 
endocarditis may also occasionally suggest the diag- 
nosis. 


Myocardial Infarction During Treatment with Hypo- 
tensive Medicaments. O. Storstein. Tidsskr. norske 
leegefor. 76:594-596 (Sept. 1) 1956 (In Norwegian) 
[Oslo, Norway]. 


In the course of 13 months myocardial infarction 
occurred in seven patients aged from 50 to 72 who 
had been treated for from three days to three weeks 
with rauwolfia preparations. Three died. The diag- 
nosis of diastolic hypertension could be established in 
only four of these patients. Hypotensive medicaments 
are to be used only in patients with diastolic hyper- 
tension. The increased systolic blood pressure in 
hypertension in older persons is not to be treated; the 
increased blood pressure is due to loss of elasticity in 
the great arteries, and the high blood pressure is 
necessary here to supply sufficient blood to the viscera. 
Lowered blood pressure can lead to ischemic damage, 
as seen in the three fatal cases. The author follows 
Rasmussen's classification of diastolic hypertension as 
mild, grave, and malignant. Patients in groups 2 and 3 
are treated with hypotensive agents. The material 
shows the need of caution in the treatment of patients 
with angina pectoris; if there is reason to reduce the 
blood pressure in these patients the treatment must be 
started with small doses, gradually increased accord- 
ing to tolerance. The same is true of patients with 
uremia. 


Staphylococcal Pneumonia in Adults. W. Hausmann 
and A. J. Karlish. Brit. M. J. 2:845-847 (Oct. 13) 1956 
[London, England]. 


Eleven men and seven women between the ages of 
16 and 72 years with micrococcic (staphylococcic) 
pneumonia were admitted to an acute medical unit 
of Reading Combined Hospitals in England between 
1952 and 1954. There was no epidemic influenza in 
the area during that period. Micrococci were isolated 
in pure culture from the sputum of 12 of the 18 pa- 
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tients. Predominant growths of micrococci together 
with a proportion of nonpathogenic organisms such as 
Streptococcus viridans and neisseriae were found in 
the remaining six patients. Coagulase-positive micro- 
cocci were grown from the pleural fluid of two pa- 
tients. The outstanding feature in these patients was 
the severity of the clinical course and the number of 
suppurative complications. Six patients had abscess or 
empyema. The average duration of sojourn in the 
hospital was 38 days. All 18 patients recovered, but 
only 6 responded to treatment with penicillin. 

There is good evidence that the incidence of micro- 
coccic pneumonia is increasing and that micrococci 
are responsible for a considerable number of infections 
in which failure of response to penicillin is observed. 
Six of the patients had a history of previous disease of 
the chest, and the important part played by such pre- 
existing disease or reduced resistance is stressed. 
Tetracycline and erythromycin are suggested as the 
antibiotics of choice in these cases. 


Combined Anti-Infammatory Antituberculous 
Chemotherapy for Tuberculosis of the Lungs, Lymph 
Nodes, and Bones. M. Pestel and A. Ravina. Presse 
med. 64:1616-1617, (Oct. 6) 1956 (In French) [Paris, 
France|. 


The use of phenylbutazone (Butazolidine) as an 
anti-infammatory drug in combination with antituber- 
culous drugs such as streptomycin and isoniazid was 
tried in 16 cases here described. Most of them were 
pulmonary, but three case reports illustrate the effects 
on cervical lymphadenitis, one on disseminated tuber- 
culosis with localization in the lungs and_ thoracic 
vertebrae, one on painful, chronic tuberculous arth- 
ritis, and one on early tuberculus meningitis. The 
promptness with which the fever subsided and the 
lesions healed was often striking. The authors have 
never seen any advantage in adding PAS (p-amino- 
salicylic acid) and streptomycin to isoniazid therapy, 
but the present series of cases convinced them of the 
advantage of combining phenylbutazone with isonia- 
Zid, The dosage of phenylbutazone and isoniazid was 
generally 400 mg. of each per day. Not the slightest 
unfavorable effect ascribable to these drugs was ob- 
served in this series of cases, but certain rules were 
caretully followed: the courses of treatment were 
short, the patients were closely watched, and the non- 
specific anti-inflammatory treatment was simultaneous 
with the antituberculous treatment. The use of phenyl- 
butazone avoids the risks peculiar to hormone therapy. 


Local Hydrocortisone and Pleural Effusions. A. Scarpa 
and L, Caprioglio. Riforma med. 70:1082-1085 (Sept. 
22) 1956 (In Italian) [Naples, Italy]. 


Hydrocortisone was injected locally in 17 patients 
with pleuritic effusion. Six patients had exudative 
pleurisy, two effusion caused by pleuropulmonary 
cancer, eight parapneumothoracic effusion, and one 
empyema. Doses were limited to 25 mg. each given 
twice a week. Patients also received antibiotics. 
Pleurocentesis was also continued. Treatment lasted 
for from four to eight weeks. Every two weeks the 
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authors checked the quantity and quality of effusion, 
the general status of the patient, the subjective state, 
the tuberculin allergy, the erythrocyte sedimentation 
rate, the sputum, the blood pressure, the diuresis, the 
17-ketosteroids, the azotemia, and the glycemia. Pa- 
tients were divided into the following groups: primary 
pleurisy, secondary pleurisy, moderate effusions ac- 
companying pneumothorax and mixed empyema eftu- 
sions. The results were fast resorption of the pleuritic 
effusion, temporary clearing of the neoplastic effusion, 
progressive decrease of the parapneumothoracic effu- 
sion, and fluidification of the empyema liquid, always 
with a pronounced good effect on the general and 
subjective conditions. 


Use of Cortisone and Hydrocortisone in Treatment of 
Pleural Effusion. E. Sada and A. Ravetta. Minerva 
med. 47:1896-1907 (June 16) 1956 (In Italian) [Turin, 
Italy]. 


Fifteen patients with pleural effusion were treated 
with cortisone or hydrocortisone. Hydrocortisone was 
given to patients in whom the disease tended to be- 
come chronic; all other patients received cortisone. 
Ages ranged between 11 and 66 years. Antibiotics 
were combined with the hormones; streptomycin was 
preferred. Treatment lasted for from 20 to 30 days. 
Eight patients received cortisone, one patient received 
cortisone and hydrocortisone, and six patients received 
hydrocortisone. All patients presented marked positive 
tuberculin reactions, high erythrocyte sedimentation 
rates, hypoalbuminemia, and high globulin values. 
Good and permanent results were obtained in patients 
with acute primary types who received the hormones 
in a general way. General symptoms tended to de- 
crease. Temperature became normal after two or three 
days. Absorption of the effusion was slow but steady. 
Thoracentesis followed by local injection of hydro- 
cortisone and streptomycin was performed in patients 
with old forms of pleural effusion. 


Portal Cirrhosis Due to Alcoholism, Poor Nutrition, 
and Tuberculosis. E. Rojas, B. Sepulveda and A. 
Rivera. Rev. invest. clin. 8:203-210 (April-June) 1956 
(In Spanish) |Mexico, D. F., Mexico]. 


There is a type of liver cirrhosis that is frequent 
among the underprivileged of Mexico. It is more fre- 
quent in men than in women and is due to the asso- 
ciation of alcoholism, poor nutrition, and lymph nede 
tuberculosis. The disease follows a subacute course, 
with symptoms of acute insufficiency of the liver and 
of infection. There is anemia and leukocytosis. The 
liver-function tests show acute damage of the organ. 
The livers of 22 patients who died from this disease 
were studied. Miliary tuberculosis of the liver was 
present in five cases. The main changes in the liver 
consisted of acute diffuse pericellular fibrosis coexist- 
ing with portal fibrosis, inflammatory infiltration, and 
destruction of the liver parenchyma similar to that 
occurring in liver cirrhosis due to alcoholism and poor 
nutrition. This form of liver cirrhosis has special clin- 
ical and morphological features that differentiate it 
from liver cirrhosis due to alcoholism and poor nutri- 
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tion, of which it is a variety. The disease cannot de- 
velop unless the three etiological factors (alcoholism, 
poor nutrition, and lymph node tuberculosis) are 
present. The prognosis is more severe than that of 
liver cirrhosis due to alcoholism and poor nutrition in 
absence of tuberculosis. Early treatment of tuber- 
culosis may have a favorable effect on the clinical 
symptoms of the disease. 


Diagnosis and Treatment of Sarcoidosis. D. G. James. 
Brit. M. J. 2:900-904 (Oct. 20) 1956 [London, England]. 


The author reports the occurrence of sarcoidosis in 
150 patients in whom clinical or radiological features 
of the disease were supported by histological evidence 
of sarcoid tissue. Clinical features were protean and 
included intrathoracic, cutaneous, ophthalmic, glan- 
dular, hepatic, renal, and cerebral manifestations. Skin 
lesions occurred at some stage of the disease in 67 
patients (45%), ophthalmic changes in 42 (28%), en- 
larged peripheral lymph nodes in 56 (37%), and a 
palpable spleen in 27 (18%). Initial chest roentgeno- 
grams revealed bilateral hilar lymphadenopathy in 58 
patients, bilateral hilar lymphadenopathy with diffuse 
pulmonary mottling in 28, diffuse pulmonary mottling 
in 45, and pulmonary fibrosis and cavitation in 5. The 
initial chest roentgenograms did not show any changes 
in 14 patients. Serial chest roentgenograms are indis- 
pensable as an aid in diagnosis. 

Histological evidence of sarcoid tissue proved to be 
the most satisfactory means of establishing the diag- 
nosis. In 100 patients this was obtained by biopsy of 
lymph nodes, skin, liver, or other affected tissue. The 
Kveim test, consisting of the intracutaneous injection 
of a sodium chloride emulsion of sarcoid tissue ob- 
tained from a sarcoid lymph node, was done in 110 
patients, 83 of whom had positive results in that a 
dusky-red nodule developed insidiously at the injec- 
tion site and microscopic examination of the nodule 
revealed sarcoid tissue. This test is a simple, safe, and 
specific technique for providing histological proof of 
sarcoidosis in outpatients, 

It seems probable that most patients with sarcoi- 
dosis recover without treatment, but because of the 
possibility of three troublesome complications, namely, 
pulmonary fibrosis, fibrotic uveitis, and nephrocal- 
cinosis, the practical management is the detection and 
treatment of patients in whom these sequelae may be 
anticipated or, once they are established, their symp- 
tomatic alleviation. Sarcoidosis should be regarded as 
a generalized disorder, and routine slit-lamp exami- 
nation of the eye, chest roentgenograms, and de- 
terminations of serum calcium levels are essential. 
Administration of calciterol may be dangerous and is 
contraindicated. A course of antituberculous chemo- 
therapy was given to 31 patients without appreciably 
affecting the clinical course. In 10 of these patients, 
serial biopsies from skin lesions, nasal mucosa, or 
Kveim sites showed no evidence of healing of the 
granulomas. Twenty patients were given cortisone 
orally and were followed for more than a year. Early 
lesions were controlled, but results in the chronic 
fibrotic stage were disappointing. Steroid treatment 
should be given only when specifically indicated and 
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should be directed against the prevention of late se- 
quelae. Patients with anterior uveitis should receive 
an initial subconjunctival injection of 6.25 mg. of 
hydrocortisone followed by the administration of 1% 
hydrocortisone eyedrops four times daily for three to 
six months. If there is evidence of posterior uveitis, 
local hydrocortisone therapy must be supplemented by 
oral administration of prednisolone for at least three 
months. Only those patients with pulmonary sarcoi- 
dosis who show radiological evidence of worsening 
pulmonary lesions and those with symptoms should 
receive prednisolone orally in a dose of 5 mg. four 
times daily. The dose may be gradually reduced in 
the course of three months to a level sufficient to 
maintain improvement. When prednisolone appears 
to be losing its effect, it is worth changing to a course 
of intramuscular administration of corticotropin. Hy- 
percalcemia should be treated with the cortisone 
group of drugs, which may correct it and which pos- 
sess the added advantage of favorably influencing 
other manifestations of sarcoidosis. Prednisolone given 
orally for one month usually effects permanent re- 
gression of swollen salivary glands. Hydrocortisone 
ointment may cause skin lesions to regress, although 
recurrence often follows cessation of treatment. Le- 
sions that are not unsightly do not warrant the tran- 
sient benefit of treatment. 


Vitamin B,,. Excretion as Index of Hepatic Disorder. 
G. Baker, I. Pasher, H. P. Dolger and H. Sobotka. 
Clin. Chem. 2:328-330 (Oct.) 1956 [New York]. 


During a study of the role of vitamin By». in dia- 
betes, it was noted that a number of patients failed to 
excrete more than 10 meg. of a 50-mcg. intramuscular 
load dose of the vitamin. All of these patients had a 
history of liver disease or of some form of hepatic 
insufficiency. The authors investigated vitamin By» 
excretion eight hours after 50 meg. of vitamin B,. had 
been given by intramuscular injection to three normal 
controls and to 20 patients with various disorders. The 
assay of vitamin B,» was carried out with three differ- 
ent organisms: Lactobacillus leichmannii, Euglena 
gracilis, and Ochromonas malhamensis. A high excre- 
tion of B,. after a load test indicates that the liver has 
again become capable of storing By, and that in- 
creased amounts of B,, are no longer required for 
normal metabolic activity of the organ. Twenty of the 
23 persons tested excreted less than 10 meg. of vitamin 
B,». Thirteen of the 20 had a history of liver involve- 
ment. Of the remaining seven, four were convalescing 
from pneumonia, and it is known that pneumonia does 
impair the hepatic function. The three healthy sub- 
jects who served as controls all excreted between 24 
and 40 meg. of the load dose. In order to determine 
the extent to which B,. excretion is correlated with 
liver involvement, the B,, load test is being carried 
out on patients with various types of liver disease. 
The advantage of the test is that vitamin By. is a 
normal metabolite and does not cause undue meta- 
bolic derangement such as can be caused by the 
various methods used for the chemical evaluation of 
liver function. 
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Aspirin and Peptic Ulcer. J. Viar Bayo. Rev. espan. 


enferm, ap. digest. 15:607-612 (May-June) 1956 (In 


Spanish) [Madrid, Spain]. 


Patients with a first or a recurrent attack of gastric 
pain frequently state that pain started as a result of 
their having taken aspirin for the control of a head- 
ache or arthralgia. Patients with peptic ulcer frequent- 
ly state that their having ingested aspirin resulted in a 
recurrence of the acute ulcer symptoms with pain and 
bleeding, as shown by the presence of blood in the 
vomitus or in the feces. The erosive effect of aspirin 
on the gastric mucosa has been proved by roentgeno- 
logic studies of the stomachs of patients who were 
given aspirin before an examination or before a gas- 
trectomy. Four new cases are reported. The use of 
aspirin by two patients with peptic ulcer caused a 
recurrence of the ulcer attack, with acute pain and 
hemorrhage. The use of aspirin by two patients who 
did not have ulcer caused intestinal hemorrhage in 
one and ulcer deformity of the duodenal bulb visual- 
ized by roentgen examination in the other. The author 
concludes that aspirin may cause recurrence of peptic 
ulcer. In patients without history of ulcer, aspirin may 
cause acute hemorrhagic gastritis that may progress 
to the state of an ulcer if the constitutional factor is 
present. Aspirin should be dissolved before it is taken 
and should always be given in combination with drugs 
capable of protecting the gastric mucosa, such as 
kaolin, chalk, or bismuth. 


The Development of Diabetic Retinopathy: Effects of 
Duration and Control of Diabetes. R. C. Hardin, R. L. 
Jackson, T. L. Johnston and H. G. Kelly. Diabetes 
5:397-405 (Sept.-Oct.) 1956 [New York]. 


The factors that might influence the development of 
diabetic retinopathy were studied in 140 patients be- 
tween the ages of 10 and 39 years with diabetes mel- 
litus. The onset of the disease occurred at an age vary- 
ing between 6 months and 19 years. This group of 
juvenile diabetic patients was followed up in the 
clinics of the University Hospital of Iowa City for 
periods of from 10 to 29 years. Fifty-four (38.5%) pa- 
tients had normal retinas, 14 (10%) had dilated veins 
only, 48 (34.3%) had microaneurysms only, and 24 
(17.1%) had advanced retinopathy. Patients with good 
control of their diabetes had a much lower incidence 
of retinopathy than those with lesser degree of con- 
trol, and retinal lesions tended to be more severe in 
those with poorer control. The relation between dura- 
tion and incidence and severity of retinopathy was 
determined for all 140 patients in whom a highly sig- 
nificant correlation coefficient of 0.270 was found. 
When the 93 patients in whom the duration of the 
disease exceeded 15 years were similarly tested, the 
correlation coefficient was 0.079, which was of no sig- 
nificance. Except for the time required for its appear- 
ance (average 13 years), duration of diabetes is not an 
important factor in the development of retinopathy. 
The degree of control of the diabetes is the only iden- 
tifiable factor bearing a constantly significant relation- 
ship to the incidence and severity of retinopathy. 
These observations are concerned with the conditions 
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under which retinopathy occurs and do not provide 
an explanation of the mechanism of its production. 
Differences in the pathological physiology of patients 
with well-controlled and poorly controlled diabetes 
may provide information useful in the explanation of 
vascular degeneration. 


Sulfonylureas and Diabetes Mellitus: I. Clinical Evalu- 
ation. R. W. Cox, FE. D. Henley, E. B. Fergus and 
R. H. Williams. Diabetes 5:358-365 (Sept.-Oct.) 1956 
[New York]. 


Fourteen women and 42 men with diabetes mellitus 
were treated with either 1-butyl-3-p-aminobenzene 
sulfonylurea (carbutamide) or 1-butyl-3-p-toluenesul- 
fonylurea (tolbutamide). The initial dose of sulfony- 
lurea was given 24 hours after the last modified insulin 
injection. No further modified insulin was adminis- 
tered, but crystalline insulin was supplied when frac- 
tional urinalyses revealed as much as 2% sugar. In this 
fashion it was possible to evaluate each patient and 
maintain reasonable diabetic control, regardless of 
the response to the experimental drug. Most patients 
were given 3 gm., 2 gm., and then 1 gm. of the sul- 
fonylurea compounds on successive days. The daily 
maintenance dose was usually 1 gm. The dose was in- 
creased if the patient did not respond by the fourth 
day, so that some patients received as much as 8 gm. 
of carbutamide or 6 gm. of tolbutamide daily for short 
periods of time. All daily doses were divided. 

Twenty-eight (50%) of the 56 patients, 6 women and 
22 men, were considered successfully treated in that 
24-hour urinary sugar excretion was less than 10 gm.; 
all fractional urinary sugar estimations were 0.25 per 
100 ce. or less; 2-hour post-prandial blood sugar values 
were less than 160 mg. per 100 cc. There was control 
of acute symptoms referable to diabetes mellitus and 
a complete lack of distressing side-effects of more 
than transient nature. 

Those patients for whom good responses can be pre- 
dicted are over 40 years of age, endomorphic, have 
insulin requirements of less than 30 units daily, have 
had diabetes for less than five years, have received 
insulin for less than one year, and do not have severe 
diabetic complications. Therapy is indicated for essen- 
tially all diabetic patients of the maturity-onset type 
who do not have historical evidence of sulfonamide 
sensitivity, suggestion of collagen disease, or severe 
allergic responses of other types. Patients in acidosis 
and those subjected to severe stress should be given in- 
sulin either alone or with the sulfonamide compounds. 
Serious toxicity was not observed. Nausea, giddiness, 
drowsiness, and paresthesias appeared as_ isolated 
events in a few patients at the onset of therapy. The 
metabolic response to insulin, glucagon, and epine- 
phrine was not found to be altered in the presence of 
therapeutic dosage levels of sulfonylureas. Intrave- 
nous insulin-I'*! plasma binding tests, which were 
performed on certain patients, revealed that the per- 
centage of the tracer dose of insulin remaining in the 
plasma one hour after the injection was not consistent- 
ly altered by sulfonylureas in therapeutic amounts. 
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A Clinical and Statistical Study of 137 Cases of Dia- 
betic Coma. P. Montenero and A. Colletti. Minerva 
med. 47:544-554 (Sept. 5) 1956 (In Italian) [Turin, 
Italy]. 


The authors report a study of 137 cases of diabetic 
coma that were treated between 1921 and 1954 at the 
medical clinic of the University of Rome and at the 
Umberto I Polyclinic of Rome. The incidence of death 
due to diabetic coma has diminished since 1921, but it 
is still high; 6.6% of the diabetic patients treated in 
hospitals between 1941 and 1954 had diabetic coma. 
Coma was fatal in 20% of the cases in the years from 
1945 to 1950 and in 27.5% of the cases in the years 
from 1951 to 1954. Infection and metabolic imbalance 
combined with insufficient administration of insulin 
are among the major causes of coma. The main cause 
of death is collapse of the circulation; it was present 
in 82.9% of the complicated cases and 45.4% of the 
noncomplicated cases. The degree of the glycemia has 
no direct relation to the severity of the coma, and up 
to a certain point it does not cause death. Azotemia 
was high in 76.6% of the cases. It was found to be 
high in 75.1% of the patients in whom coma was fatal. 


Modifications of the Serum Glycoproteins in Diabetic 
Patients Treated with N,-sulphanilyl-N.-n-butylcar- 
bamide. F. Galletti, R. Pellegrini and E. Tolomelli. 
Minerva med. 47:582-584 (Sept. 8) 1956 (In Italian) 
(Turin, Italy]. 


Forty-four patients with diabetes were treated with 
N,-sulphanilyl-N.-n-butylcarbamide. Nine patients 
had received insulin, and in all other patients metab- 
olism had been kept balanced through a regulated 
diet. Insulin therapy was suspended the day before the 
beginning of treatment; it had to be started again after 
three days in five patients with recent and severe 
diabetes. Patients received 2.5 gm. of the new drug 
the first day, 1.5 gm. the second day, and 1 gm. a day 
for the following 15 days. The treatment was started 
again after 15 days of rest during which patients re- 
ceived only dietetic treatment. The drug had a marked 
effect on the carbohydrate metabolism and on the 
balance of serum glycoprotein. Five patients with 
severe recent diabetes were among those on whom the 
treatment had no effect. 


SURGERY 


The Course and Prognosis of Coarctation of the Aorta. 
M. Campbell and J. H. Baylis. Brit. Heart |. 18:475- 
495 (Oct.) 1956 [London, England]. 


A knowledge of the prognosis of coarctation of the 
aorta is essential if a patient is to be advised regarding 
the desirability of an operation. This report is based 
on a study of 130 patients of whom 60% were under 
20 and 14% over 30 years of age. Some of these patients 
have been seen only for a short time or had resection 
soon after their first visit, but 80 have been followed 
for an average of 5 years and a few much longer. The 
authors describe the state of those seen in each decade. 
School children and men liable for military service 
were seen more often than older patients without any 
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symptoms because of the murmur, so the picture of 
the natural course and prognosis may be biased by 
this, but otherwise the authors regard it as reasonably 
representative. One-fourth of the patients have aortic 
regurgitation, generally from atherosclerotic changes 
on bicuspid valves, the percentage increasing as the 
patients get older. Generally the regurgitation remains 
slight for many years with the diastolic pressure still 
over 100, but becomes more serious as time goes on. 
About 5% have aortic stenosis, more often presumably 
congenital than atherosclerotic. Patient ductus arteri- 
osus was not common in this series, and simple ventric- 
ular septal defect was not seen. Other congenital 
abnormalities are not common but do occur. 

Most patients get on well for the first 2 decades, 
though the blood pressure rises from an average of 
145/90 mm. Hg at 5 years to 190/105 at about 17 years 
of age, and then remains steady. The heart is often of 
normal size and rarely becomes very large unless there 
is free aortic regurgitation. Left ventricular prepon- 
derance is present in less than half the electrocardio- 
grams, and much left ventricular strain is rare in the 
absence of aortic stenosis, though slight degrees of 
this may suggest that a patient is not doing well. In 
spite of the satisfactory progress of most patients, 6 
who were in good health when they were first seen 
died suddenly or relatively so, most often in the 3rd 
decade. For this reason the authors think that most 
children should have surgical resection unless the evi- 
dence suggests the coarctation is trivial. Early aortic 
regurgitation is a further indication, for it is likely to 
get worse unless arrested. The results of surgical treat- 
ment are generally good. The authors found that in 
their 30 patients surviving with a completed resection 
all but one had much lower blood pressures and the 
average fall was 41 mm. Hg for the systolic and 21 
mm. for the diastolic pressure. Those who had dis- 
abling symptoms were much improved. 


A Case of Cardiac Arrest Due to Traction-Reflex 
Occurring Twice During the Same Operation. R. B. 
Kihn. South African M. J. 30: 977-978 (Oct. 13) 1956 
[Cape Town, South Africa]. 


During a gastrectomy for carcinoma of the pylorus 
on a man, aged 60, the blood pressure fell to a systolic 
level of 75 mm. Hg when the surgeon exerted traction 
on the stomach in order to expose and ligate the left 
gastric artery. It remained at this level for a few min- 
utes, and then the pulse became irregular at a slow 
rate and, within a quarter of a minute, was impalpable. 
Use of all anesthetic agents was discontinued and 
100% oxygen was administered. There was no palpable 
carotid pulsation. The surgeon found that the aorta 
and the heart were not pulsating and entered the chest 
through the 4th left intercostal space and commenced 
cardiac massage. Adrenalin was injected into the left 
ventricle and methylamphetamine hydrochloride was 
administered intravenously; within 2 minutes of com- 
mencing massage, the heart began beating again. The 
chest wound was closed, and as the duodenum had 
been cut across it was decided to proceed with the 
operation. 


> 
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The surgeon once more exerted traction on the 
stomach to conclude the ligation of the left gastric 
artery and immediately the patient again became 
pulseless at the radial and carotid arteries and at the 
aorta. The chest was reopened. The heart muscle 
showed a fine fibrillation but no effective contractions. 
Massage was once again commenced by the surgeon 
while the assistant compressed the aorta to ensure 
adequate cerebral circulation. An injection of calcium 
chloride was made into the left ventricle, and 3 min- 
utes afterwards 5 ml. of 1% procaine was given. One 
minute later the fibrillatory movents changed into 
regular rapid contractions with faint carotid pulsation 
synchronous with the heartbeat, although no blood 
pressure could be recorded. An intravenous infusion 
of noradrenalin was commenced. With regulation of 
the rate of noradrenalin administration the blood pres- 
sure was raised to 100-110 mm. Hg (systolic), where 
it was kept for the remainder of the operation, which 
was concluded uneventfully. The author cites the 
views of other investigators as to whether anoxia is 
necessary for the effect of a traction reflex and whether 
a traction reflex is a valid explanation for cardiac ar- 
rest. 


Primary Aldosteronism: (Report of a Case). A. J. 
Hellem. Acta med. scandinay. 155: 271-274 (No. 4) 
1956 (In English) [Stockholm, Sweden]. 


A 46-year-old woman was admitted to the Riks- 
hospitalet in Oslo in March, 1954. She complained of 
periodic attacks of muscular weakness involving the 
extremities and occasionally the trunk. Diarrhea was 
frequent during these attacks. The patient also com- 
plained of periodic paresthesia. Examination revealed 
well-developed muscles; blood pressure was 150/100 
mm. Hg. Chvostek’s and Trousseau's signs were nega- 
tive, and the tendon reflexes were normal. Laboratory 
values were as follows: serum chlorides 87 mEq. and 
serum potassium 2.2 mEq. per liter, carbon dioxide- 
combining power 79.6 volumes per 100 cc., and serum 
urea 41 mg. per 100 cc. Inconsistent traces of protein 
were found in the urine. Urea clearance and the pyelo- 
gram were normal. These findings reveal the possi- 
bility of overlooking renal involvement in the early 
phase of primary aldosteronism. The electrocardio- 
grams showed changes compatible with hypopotas- 
semia. The electroencephalogram and the electromyo- 
gram were normal. The patient was readmitted to the 
hospital in January, 1955, and in October, 1955. The 
endogenous creatinine clearance was found to be de- 
creased, and the patient's ability to concentrate the 
urine was reduced. The urinary sediment contained 
both hyaline and granular casts. 

Tomography, after presacral oxygen insufflation, 
failed to show a tumor. Facilities for assaying aldoste- 
rone in blood or urine were not available. An estima- 
tion of sodium and potassium diuresis, therefore, was 
performed before and during the administration of 
cortisone and corticotropin (ACTH) in the course of 
3 subsequent 4-day periods. The patient was placed 
on an ordinary hospital diet during the entire period 
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with a supplement of 15 gm. of potassium citrate. Dur- 
ing the Ist 4-day period she did not receive cortisone 
or corticotropin, during the 2nd period she was given 
100 mg. of cortisone daily, and during the 3rd period 
she received 50 mg. of corticotropin intramuscularly 
daily. The average daily excretion of potassium was 
181.4 mEq. in the Ist period, 150 mEq. in the 2nd, 
and 156 mEq. in the 3rd. This paradoxical effect of 
exogenous cortisone and corticotropin, which had 
previously been described by Conn and by other work- 
ers, was regarded as indirect evidence for the existence 
of an aldosterone-secreting tumor. The patient was 
operated on. The left adrenal was first explored and a 
tumor was found and removed. Microscopic examina- 
tion of the specimen showed a_ well-encapsulated 
adrenal cortical adenoma. Removal of the tumor in- 
duced a prompt clinical remission. 


Report on Experiences with Total Gastric Resection. 
K. L. Schober. Beitr. klin. Chir. 193: 187-208 (No. 2) 
1956 (In German) [Munich, Germany |. 


Reviewing observations on 180 patients with car- 
cinoma of the stomach observed at the Martin Luther 
University in Halle-Wittenberg during the 3 years 
from 1952 to 1954, inclusive, Schober comments on the 
diagnosis of gastric cancer and discusses literature re- 
ports on the advisability of total gastrectomy versus 
partial resection. He does not advocate total gastrec- 
tomy in principle but prefers partial resection of the 
stomach in noninfiltrating and in small and circum- 
scribed tumors. Eighty-three of the 180 patients either 
were not operated on or proved inoperable during 
exploratory laparotomy, and in 11 others only a gastro- 
enterostomy was made. Thus there were only 86 
(47.7%) in whom eradication of the cancer could be 
attempted. In 46 (25.5%) a total resection was neces- 
sary, and in 40 (22.2%) a partial resection could be 
carried out. Only | of all the patients who proved 
either inoperable or only suitable for palliative treat- 
ment survived longer than 1 year. The operative mor- 
tality was 29.5% in those undergoing partial resection 
and 47.8% in those subjected to total resection. The 
mortality rates during the first year after the operation 
for these two groups were 15.9 and 21.7% respectively. 
The patients were observed too recently to permit a 
reliable estimation of long-term survival. Since the 
operative mortality as well as the early and late re- 
sults of total resection are less favorable than those of 
partial resection, the author rejects total gastrectomy 
as the routine treatment for gastric cancer. 

Total resection was carried out mostly in patients 
with carcinoma of the corpus of the stomach, rarely 
in patients with juxtacardial cancers or in generalized 
cancer of the stomach, and in only 6 patients with 
cancers near the antrum, because of involvement of 
the lymph nodes in the region of the cardia and of 
the root of the left gastric artery. The abdominal and 
the abdominothoracic approaches were employed with 
about equal frequency, but the mortality was higher 
in operations with the 2-cavity approach. At first the 
abdominothoracic approach was used more frequently, 
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but then it was realized that the disadvantages out- 
weighed the more favorable suture conditions. Ex- 
tension of the operation by the en-bloc resection of 
neighboring organs resulted in a considerable increase 
in surgical mortality, usually as the result of circula- 
tory failure. The method of anastomosis seemed to 
play no part in the surgical mortality rate. The author 
suggests his technique of esophagojejunostomy to 
eliminate the threat of suture insufficiency. 


Carcinoid Tumors of the Duodenum: A Review of the 
Literature and a Report of Two Cases. Z. B. Barnes 
and J. M. Young. Surgery 40:922-929 (Nov.) 1956 
[St. Louis]. 


The authors describe two cases of carcinoid tumor 
of the duodenum in a 60-year-old man and in a 56- 
year-old man. Symptoms of gastrointestinal bleeding, 
such as tarry stools and hard black feces in the rectum 
associated with a fall of hemoglobin and decreased 
erythrocyte sedimentation rate, were observed in the 
older patient. There was no evidence that the duo- 
denal diverticulum had ever been involved by an in- 
flammatory process, and surgical exploration revealed 
no other possible source of hemorrhage. Although 
there was no active ulceration of the mucosa, the 
mucosa overlying a tumor mass just distal to the 
pylorus was quite thin with scarring underneath and 
it was very likely that the bleeding had occurred from 
this site. Microscopic examination revealed a small 
tumor lying within the submucosa of the duodenum. 
The tumor was composed of nests of small cells that 
were regular in size and shape and contained small, 
ovoid basophilic nuclei of uniform size. The histolog- 
ical appearance was typical of a carcinoid tumor. 
There was no evidence of lymphatic invasion or ex- 
tension of the tumor into the muscularis. The younger 
patient was admitted to the hospital with the diagnosis 
of squamous cell carcinoma of the right paranasal 
sinuses. He was given \-ray therapy and died 5 months 
later. Autopsy revealed carcinoma of the nasopharynx 
with involvement of the right maxillary and sphenoid 
sinuses and 2 small carcinoid tumors of the first por- 
tion of the duodenum. These lesions were asympto- 
matic, and there was no evidence of metastasis. 

Twenty-six cases of carcinoid tumor of the duo- 
denum were collected from the literature. The tumors 
were symptomatic in 12 patients, and the remaining 
tumors were detected incidentally. Most of the pa- 
tients with symptomatic tumors had a history of 
vomiting, upper abdominal pain, jaundice, or diar- 
rhea. None had gastrointestinal bleeding. 

The diagnosis of the type of duodenal tumor. can 
be made only by surgical exploration and pathological 
study of the lesion. Ten of the 12 patients with symp- 
toms underwent surgical exploration with excision of 
the tumor. There was no evidence of recurrence or 
metastases in 6. Carcinoid tumors of the duodenum 
may metastasize, although the patient may live for 
many years with metastases. Adequate excision of the 
primary tumor and removal of all the metastatic 
lesions possible would seem to give a hope of cure 
and of long-term palliation. 
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GYNECOLOGY & OBSTETRICS 


Diabetes and Pregnancy: Perinatal Infant Mortality 
on Treatment with Control of Diabetes and Conserva- 
tive Obstetric”>Management. |. Pedersen. Nord. med. 
56:1367-1371 (Sept. 20) 1956 (In Danish) [Stockholm, 
Sweden]. 


In the treatment of pregnant diabetics the main 
factors are treatment and control by a few physicians, 
as complete compensation of the diabetes as possible, 
and hospitalization for a longer time. The careful 
supervision of the patients reduces the infant mor- 
tality because complications are prevented or treated 
at an early stage. It results in a marked reduction of 
precoma and of weight increase and hydramnios, and 
toxemia is less serious. The infant born after long- 
term treatment of the diabetic mother is more normal, 
has a higher blood sugar level, is probably smaller, 
and tolerates delivery better than the infant born after 
short-term treatment. The effect appears to be due 
either to the low maternal blood sugar level or to un- 
known factors that are favorably influenced by the 
strict diabetes compensation through a longer time. 
The treatment may be characterized as prophylactic. 
Both the mother’s and the infant’s metabolism become 
less pathological. Of 142 infants born from 1946 to 
1955 after long-term treatment of the diabetic mother, 
16, or 11%, died; of the 144 infants born during the 
same period after short-term treatment of the mother, 
47, or 33%, died. 


The Clinical Picture of Partial Postpartal Insufficiency 
of the Anterior Pituitary. J]. Florian and A. Wiirterle. 
Minchen. med. Wehnschr. 98:1313-1317 (Sept. 28) 
1956 (In German) [ Munich, Germany ]. 


There has been a tendency to identify insufficiency 
of the anterior pituitary with Simmond’s cachexia, but 
the authors show that cachexia is not an essential, but 
rather a very rare, symptom of anterior pituitary in- 
sufficiency. The clinical symptomatology of insuffi- 
ciency of the anterior pituitary is dominated by the 
secondary insufficiencies of the peripheral endocrine 
organs, the thyroid, the adrenal cortex, and the 
gonads. The partial or complete failure of the output 
of the tropic hormones by the anterior pituitary leads 
to atrophy of the endocrine target organs, the degree 
of atrophy differing from case to case and with it the 
clinical picture. Thus if thyreotropic deficiency pre- 
dominates, the resulting thyroid insufficiency leads to 
a predominance of myxedematous signs, as demon- 
strated especially by Sheehan and Schiipbach. The 
authors observed 5 women who presented the signs of 
a partial insufficiency of the anterior pituitary after 
delivery, and the histories of 3 of these women are 
presented. All 3 had had severe hemorrhages during 
delivery. In the Ist patient, premature aging was 
especially pronounced. The history of the 2nd patient 
was noteworthy because considerable improvement 
became evident during a subsequent pregnancy. The 
authors suggest that this improvement may have been 
due to the fact that the pituitary remnants, still cap- 
able of function, were reactivated by the physiological 
hypertropy induced by pregnancy. The 3rd woman 
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had myxedematous symptoms and rheumatoid com- 
plaints of the kind characteristic of ovarioprival 
athropathy. The patients were treated with predni- 
sone, with a preparation of the anterior pituitary, with 
DCA, and with a testosterone preparation. Consider- 
able improvement resulted, especially an increase in 
weight. The patient who had a greatly reduced basal 
metabolism rate was treated with desiccated thyroid, 
and the metabolic rate increased considerably. 


Sex Determination from Morphology of Cell Nuclei 
in the Placenta. A. Bohle and H. A. Hienz. Klin. 
Wehnschr. 34:981-985 (Sept. 15) 1956 (In German) 
[ Berlin, Germany ]. 


The studies reported are concerned with the ques- 
tion whether the sex of the child can be determined 
from the placenta. That the cell nuclei of various spe- 
cies have a distinctive morphology according to the 
sex was first demonstrated by Barr and Bertram in 
1949 on the ganglion cells of cats. Their observation 
that the nuclei of females contain a special mass of 
chromatin, the so-called sex chromatin, was later 
demonstrated also in various tissues from human be- 
ings and was utilized for chromosomal sex determina- 
tion, particularly in hermaphrodites and pseudoherma- 
phrodites. The authors obtained from the placentas of 
50 infants, born at term, a specimen measuring 2 by 
3 by 0.5 cm. These specimens were fixed, stained, and 
sectioned, and then examined for the sex chromatin. 
The sex of the child was always correctly identified 
by studying the cell nuclei of the connective tissue and 
endothelium of the placental villi. 

This chromosomal sex determination on the placenta 
makes it possible to determine the true sex of an infant 
with genital deformities without interventions on the 
child. The possibility of determining the chromosomal 
sex from the placenta has another important applica- 
tion. It is widely accepted that about one-third of ova 
that have become implanted terminate in abortions 
and that the abortion rate is especially high for boys. 
The implantation ratio of boy pregnancies to girl preg- 
nancies has been estimated at 160 to 100, or at 146 to 
100. It is hoped that more exact information on this 
ratio might now be obtainable from studies on the 
chromosomal sex of placentas. 


PEDIATRICS 


Prednisone Therapy of Acute Lymphatic Leukemia in 
Children. C. B. Hyman and P. Sturgeon. Cancer 9:965- 
970 (Sept.-Oct.) 1956 [Philadelphia]. 


Since May, 1955, the authors have used prednisone 
in the treatment of 21 children with acute lymphatic 
leukemia, whose ages at the time of diagnosis ranged 
from 5 months to 10 years. The diagnosis was con- 
firmed in each case by bone-marrow aspiration. Pred- 
nisone therapy was instituted 14 to 300 days after the 
known onset of the disease. Eight of the patients re- 
ceived prednisone as their initial antileukemic agent; 
before this they had required no treatment or were 
maintained by blood transfusions alone. Nine patients 
previously had received 1 or 2 courses of 6-mercapto- 
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purine; 3 had received both 6-mercaptopurine and 
cortisone; and 1 had been treated with 6-mercapto- 
purine, cortisone, and amethopterin. The 21 chil- 
dren received 27 courses of prednisone therapy, 
and 18 of the 27 courses were followed by complete 
or partial remission. A definite change, clinical or 
hematological, occurred in the patients who responded 
1 to 24 days after the onset of therapy. Remissions 
lasted from 19 to 107 days; the median duration was 
53 days. Six of the children are currently in remission. 
Because of the lack of a control group, the data pre- 
sented cannot be used to compare the relative values 
of prednisone and cortisone in the management of 
acute lymphatic leukemia in children. However, as 
the majority of the actions of prednisone and cortisone 
in a variety of other conditions are qualitatively simi- 
lar, it is not unreasonable to expect one to be as effec- 
tive as the other in the treatment of children with 
acute lymphatic leukemia. One investigator who used 
cortisone obtained a therapeutic response in about 
the same percentage of children with lymphoblastic 
leukemia. 


Treatment of Whooping Cough and Its Complica- 
tions with Tetracycline. kK. Menzel Miinchen. med. 
Wehnschr. 98:1471-1475 (Oct. 26) 1956 (In German) 
[Munich, Germany]. 


Tetracycline (achromycin) was given to 121 children 
with whooping cough, the majority of whom received 
ambulatory treatment. Fifty-eight of the children were 
less than 2 years of age, 50 were between 2 and 5 
years old, and the other 13 were over 5 years old. 
Tetracycline influenced the course of the whooping 
cough favorably in 98 of the 121 children, the effect 
being “very good” in 57 and “satisfactory” in 41. In 
classifying patients into groups according to the se- 
verity of the disease, it was found that the percentage 
of failures with tetracycline therapy was lowest in the 
mild cases, but the effects obtained in this group do 
not prove the value of any treatment, because there 
is always a doubt in these mild forms whether the 
course might perhaps have been the same without 
antibiotic treatment. If these mild cases are excluded 
it appears that treatment with tetracycline is the more 
indicated the more severe is the whooping cough, par- 
ticularly if pulmonary complications exist. 

While experiences with tetracycline revealed little 
new information about the use of antibiotics in whoop- 
ing cough, it is emphasized that the favorable results 
were obtained with relatively small doses and without 
secondary effects. The use of tetracycline is indicated 
in whooping cough especially in the presence of com- 
plications and in infants. 


Unexpected Death in Early Life. J]. B. Arey and J. 
Sotos. J. Pediat. 49:523-539 (Nov.) 1956 [St. Louis]. 


Of 18,366 infants and children who were admitted 
to St. Christopher's Hospital for Children in Phila- 
delphia between 1949 and 1954, 33 were dead at the 
time of arrival, 10 died in the outpatient department, 
and 71 died within 24 hours after admission. Seventy- 
six of the 114 patients died during the first year of 
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life, 18 were between the ages of 1 and 2 years, and 
only 20 were older than 2 years. There were only 10 
in whom death could be considered as having oc- 
curred suddenly and unexpectedly in a previously 
healthy infant. 

Autopsy was performed in 103 of the 114 patients, 
and the cause of death was determined in 85. Infec- 
tions were the leading cause of death, being respon- 
sible for the deaths of 42 of 85 patients. Minor 
infections, such as otitis media or minimal pneumonic 
processes, were not considered an adequate explana- 
tion of death. Emphasis is laid on the importance of 
obtaining postmortem cultures of the blood of in- 
fants who die suddenly and unexpectedly, and the 
significance of the presence of different types of 
micro-organisms in postmortem cultures of the blood 
is discussed. Congenital malformations, involving es- 
pecially the heart, were responsible for the death of 
18 and miscellaneous conditions for that of the remain- 
ing 25 of the 85 patients. In 10 of the 18 patients the 
presence of a congenital malformation had been 
recoznized for some time before death. 

Mild cellular infiltrates in the interalveolar septums 
were not included as a cause of death, nor was aspira- 
tion of gastric contents into the trachea. There was no 
evidence that any of the infants died as a result of 
suffocation. Since most of the deaths in early life are 
preceded by an illness of at least a few days’ duration, 
a normal or relatively large thymus is the exception 
rather than the rule in any routine postmortem series. 
There is no conclusive evidence that the thymus per 
se is in any way responsible for these deaths, and the 
term “status thymicolymphaticus” might better be 
omitted from medical writings. 


OPHTHALMOLOGY 


Retrolental Fibroplasia: Cooperative Study of Retro- 
lental Fibroplasia and the Use of Oxygen. V. E. Kin- 


sey. A. M. A. Arch. Ophth. 56:482-543 (Oct.) 1956 
{Chicago}. 


A clinical study with regard to the question of 
whether oxygen was a causative agent in the develop- 
ment of retrolental fibroplasia, and at the same time 
to determine what effect restricting oxygen might 
have on infant mortality, was carried out in 786 pre- 
mature infants who were born in or brought to the 
nurseries of 18 cooperative hospitals in various cities 
of the United States east of the Mississippi River be- 
tween July 1, 1953, and June 30, 1954. The infants 
weighed 1,500 gm. or less at birth and survived 48 
hours, at which time they were admitted to the study. 
Of these infants, 586 were followed up for a minimum 
of 2'2 months and represented the study population so 
far as retrolental fibroplasia was concerned. 

Of the factors considered, such as multiplicity of 
birth, health status of the infant, concentration of oxy- 
gen employed, duration of exposure to oxygen, gesta- 
tional age, birth weight, sex, race, and type of incu- 
bator used, the controlled study of these infants has 
shown that the length of time the premature infant is 
kept in an oxygen-enriched environment is the impor- 
tant factor in the production of retrolental fibroplasia. 
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Limiting the time in oxygen to that deemed necessary 
to meet a frank clinical emergency has been shown to 
be without effect on the survival rate of the premature 
infant. For all practical purposes there is no concen- 
tration of oxygen in excess of that in the air that is 
not associated with the risk of developing retrolental 
fibroplasia. Infants of multiple birth appear to be sig- 
nificantly more susceptible to retrolental fibroplasia 
than infants of single birth. The rate of withdrawal 
from oxygen does not appear to play a primary role 
in the pathogenesis of retrolental fibroplasia. 

The length of time a premature infant, particularly 
an infant of multiple birth, is kept in an environment 
containing oxygen in concentration in excess of that of 
air should be kept to the absolute minimum consistent 
with the clinical indications of anoxia. When oxygen 
therapy is clearly required, it should be prescribed on 
an hourly basis, and the concentration should be as 
low as possible. 


Herpes Ophthalmicus. T. N. Fison. Lancet 2:819-520 
(Oct. 20) 1956 [London, England]. 


The history of a 76-year-old man is reported in whom 
5 days after the onset of shooting pains over the left 
side of the scalp herpetiform vesicles appeared on the 
left forehead, scalp, and left side of the nose; 2 days 
later this was followed by severe conjunctivitis of the 
left eve. Several days later there appeared a profuse 
eruption of small vesicles on trunk and limbs, which 
healed in about 4 weeks leaving depressed brown pig- 
mented scars. The eye lesion developed into keratitis, 
ulceration, and hypopyon a few days after the eruption 
had appeared on trunk and limbs. In the course of 
several months the corneal ulcer perforated, and this 
was followed by panophthalmitis. Considerable her- 
petic neuralgia developed. 

About 17 months after the onset of the lesion, the 
scalp skin is still thin and atrophic and breaks down 
readily into shallow ulcers. Stabbing pains are experi- 
enced over the scalp with a constant sensation of 
“stinging ants” beneath the skin of the left orbit. There 
is residual brown pigmentation on the trunk and limbs, 
corresponding to the distribution of the rash. The left 
eye is completely blind. The generalized rash in this 
patient was either herpes zoster or varicella. The sub- 
sequent deeply depressed brown scars were unlike the 
usual slightly depressed white scars of varicella. The 
generalized rash was probably caused by viremia. It 
has been suggested that the virus of herpes zoster may 
have both neurotropic and dermatotropic properties. 
There is still doubt whether herpes zoster can be dis- 
seminated or whether such cases are a combination of 
herpes zoster and varicella. 


Erythromycin in the Treatment of Trachoma. M. Con- 
stantinovits. Klin. Monatsbl. Augenh. 129:343-348 
(No. 3) 1956 (In German) [Stuttgart, Germany]. 


Constantinovits used a 0.25% erythromycin oint- 
ment in the treatment of 57 patients with trachoma. 
The ointment was introduced into the conjunctival 
sac, at first 3 times a day but later once a day. Irrita- 
tion, hypersensitivity, or other undesirable secondary 
effects were not observed. In order to compare the 
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efficacy of erythromycin with that of oxytetracycline 
(Terramycin ), this latter ointment was used in 1 eye 
in 22 of the 57 patients. Erythromycin was not used 
orally, because other observers had not found this 
mode of administration superior to local use, and the 
author was chiefly interested in the local efficacy of 
erythromycin. The conjunctiva of patients with tra- 
choma became sterile after 3 days of local administra- 
tion of erythromycin; furthermore, follicle formation 
and papillary hypertrophy gradually subsided. Treat- 
ment was continued for an average of 27 days. Favor- 
able therapeutic results were obtained also in the 
presence of pannus. The number of recurrences has 
greatly decreased since oxytetracycline (Terramycin ) 
and erythromycin were introduced in the treatment 
of trachoma. 


OTOLARYNGOLOGY 


Vitamin A Therapy in Atrophic Nasopharyngitis and 
Rhinitis. R. B. Duncan. New Zealand M. J. 55:322-324 
(Aug.) 1956 [Wellington, New Zealand]. 


Duncan used vitamin A in 10 of 20 patients with 
atrophic rhinitis and in 10 of 29 patients with naso- 
pharyngitis. Prepalin, a preparation containing 100,000 
units of vitamin A in 1 cc. of an oily vehicle, was given 
by intramuscular injection. A course of treatment 
consisted of six injections at weekly intervals. Tablets 
containing 50,000 units of vitamin A were available 
for oral administration, two tablets daily being given 
for 20 days. Patients were treated by injection when 
possible, as the treatment with tablets was disappoint- 
ing. Some who had failed to respond to tablets later 
responded to injections of vitamin A. 

Two patients who received tablets only reported 
slight help. Of the 18 patients who received injections 
all but one noticed improvement. Fourteen patients 
had great relief. Four noticed improvement in sense 
of smell, and it returned in three cases after intervals 
of 20 vears, 12 years, and eight vears. The insidious 
advance of atrophic rhinitis seems to be halted by 
vitamin A therapy, but maintenance therapy or a 
repeated course of treatment may prove necessary. 
Crusting may not entirely disappear under treatment. 
but the feeling of well-being in the nose is more 
important in the patient's estimation. The patients 
with nasopharyngitis received more relief than those 
with atrophic rhinitis. It is suggested that living at 
high altitudes or in very frosty areas of New Zealand 
may be conducive to atrophic changes in the upper 
respiratory mucosa. 


A “Lump” in the Throat. C. P. Mills. J. Laryng. & 
Otol. 70:530-534 (Sept.) 1956 [London, England]. 


The author shows by analysis of 10 patients how 
commonly a “lump” in the throat is associated with 
sinusitis. The “lump” was variously described as a 
lump sticking in the throat or the sensation of having 
something to swallow. It was usually located to one 
side over the thyroid or cricoid cartilages. Symptoms 
had been present from five days to many years. The 
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lump does not move, although it may be relieved 
during deglutition and on occasion made worse by 
drinking hot liquids. Seven patients complained of 
catarrh, postnasal discharge, or nasal obstruction but 
did not associate these symptoms with the lump. 
There was never any dyspnea or dysphagia. Indirect 
laryngoscopy showed no abnormality in any case. 
X-ray examination of the sinuses indicated infection 
in one or both antrums in every case. Treatment 
should aim at the cure of the sinusitis that is responsi- 
ble tor the postnasal discharge, and the fears of the 
patient should be allayed. An antral lavage was per- 
formed in each patient. In four, no pus was obtained 
at washout; these were considered to have mucosal 
thickening only and were treated with ultra-short- 
wave therapy to both antrums twice a week for six 
weeks. Of the six patients with pus present at the 
first washout, four, in whom the infection was mini- 
mal, were treated by repeated antral lavage until a 
clean wash was obtained, and then they were given 
a six weeks’ course of ultra-short-wave therapy. One 
of the two with severe infection was subjected to an 
intranasal antrostomy and the other to a Caldwell-Luc 
operation, 

The “lump” in patients with chronic sinusitis is 
probably composed of thick tenacious mucopus that 
has tracked down the nasopharynx into one or other 
of the pyriform fossae. There is always a feeling of 
having something to swallow; this something does 
not move because it is sticky, disappearing only dur- 
ing deglutition, when tood carries it down the esoph- 
agus. Anxiety neurosis, although true for some, should 
not be the diagnosis in the majority of patients 
complaining of a “lump” in the throat. A history of 
persistent nasal obstruction and discharge if not 
volunteered should be asked for; the patient should 
also be questioned as to the position of the lump, and 
also the effect on it of swallowing food and liquids. 
Apart from the routine ear, nose, and throat examina- 
tions, including indirect laryngoscopy and transillumi- 
nation or roentgen examination (or both) of the para- 
nasal sinuses should be performed. 


THERAPEUTICS 


Combination in a Single Medicament of Anti-Inflam- 
matory and Antituberculous Chemotherapy (Clinical 
and Therapeutic Study). M. Pestel and A. Ravina. 
Presse med. 64:1577-1579 (Sept. 29) 1956 (In French) 
[Paris, France]. 


Excellent results have been obtained in patients 
with erythema nodosum, primary tuberculous infec- 
tions, and serofibrinous pleurisy by the use of a 
medicament containing equal parts of isoniazid and 
phenylbutazone. This combination of an antituber- 
culous drug with one that is anti-inflammatory was 
suggested by the remarkably beneficial effect of daily 
intramuscular injections of irgapyrine in a_ patient 
with severe pleurisy. The patient’s temperature, which 
for three weeks had oscillated between 39 and 40 C 
(102.2 and 104 F), fell below 37 C (98.6 F) within 48 
hours; his general condition improved; and he made 
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a complete recovery. This experience, followed by 
others of a similar nature, led to the routine use of 
anti-inflammatory drugs in association with specific 
antituberculous therapy in all patients with pleural, 
pulmonary, and extrapulmonary tuberculosis accom- 
panied by effusions or nonspecific perifocal inflam- 
matory manifestations. Irgapyrine was used at first, 
but later it became hard to get and phenylbutazone 
was substituted with an equally good effect as shown 
by a drop in temperature, relief of functional symp- 
toms, analgesia, and increased well-being. The action 
of phenylbutazone, however, is chiefly symptomatic, 
and it must therefore be reinforced by specific therapy. 

A desire to simplify the treatment finally led to the 
combination of the two drugs in a single preparation 
(not yet commercially available) containing 100 mg. 
each of phenylbutazone and isoniazid. The tablets 
are to be taken shortly before meals. Women are 
given three tablets (300 mg. of each drug) daily and 
men are given four; suppositories containing 150 mg. 
of each drug are used in some cases, at the rate of 
two a day. Tolerance for the preparation is excellent. 
Pleurisy and serous effusions respond well to this 
combined treatment, which resembles hormone ther- 
apy in its effects, but these conditions are not the only 
ones in which it is indicated. Studies relating to its 
use in other forms of tuberculosis are now under way 
and will be reported in the near future. 


The Effects of Reserpine on Hypertensive Patients 
Over a Period of Two Years. R. Hodgkinson. Brit. 
Heart J. 18:523-528 (Oct.) 1956 [London, England]. 


Thirty-five hypertensive patients were chosen for 
this study of the effects of prolonged treatment with 
reserpine. One patient had to be excluded from the 
analysis of results, as treatment had to be discontinued 
after 12 weeks of therapy owing to the development of 
a state of extreme depression. Reserpine in a dose of 1 
to 2 mg. per day was given to the other 34 patients for 
a period of 12 to 18 months. The average reduction in 
the blood pressure following reseprine administration 
for all 34 patients was 18 mm. Hg in the systolic and 
15 mm. in the diastolic. Approximately 40% of the 
patients showed a reduction of 20 mm. Hg or over in 
the systolic and diastolic pressures. These findings 
agree substantially with those of other workers. No 
tolerance to the hypotensive effect of reserpine was 
noted over a period of 12 to 18 months. Side-effects 
such as lack of initiative and tiredness may make 
reserpine unsuitable for indefinite administration in 
some patients. The physician must watch for the pos- 
sible development of depression or other mental cis- 
turbances. 


Long-Term Chemotherapy in Chronic Bronchitis. |. 
Robert May and N. C. Oswald. Lancet 2:814-819 
(Oct. 20) 1956 [ London, England]. 


Observations are presented on 37 patients, all of 
whom had advanced chronic bronchitis and attended 
the bronchitis clinic of a London hospital. The group 
included 36 men and 6 women, ranging in age from 
36 to 72 vears. All had active infection indicated by 
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pus in the sputum. During 6 months of the winter of 
1954-1955, 14 of the patients made daily observations 
on the volume and purulence of their sputum. Bacteri- 
ological examination of the sputum of these patients 
showed that Hemophilus influenzae was present per- 
sistently in every case. Treatment during these 6 
months was entirely symptomatic, antibiotics being 
given only in short courses for acute exacerbations. 
For 6 months during the winter of 1955-1956 these 14 
patients, together with the other 23 in the series, were 
given continuous chemotherapy. Because of the risk 
of causing blood dyscrasias, chloramphenicol was not 
used. Previous experience with chlortetracycline in 
bronchitis had not been encouraging, so the antibiotics 
used in the investigation were limited to oxytetra- 
cvcline and tetracycline. 

The 14 patients observed during both winters are 
designated as the “controlled group.” Four of the 14 
patients could not tolerate a large enough dose of 
either drug, and | patient was unchanged at the end 
of 6 months treatment with oxytetracycline. The re- 
sponses of the remaining 9 patients were all judged 
to be good. With 1 exception the daily volume of the 
sputum was reduced, and in every case the pus was 
either eliminated or much diminished. The number of 
attacks of acute bronchitis was reduced in 7 patients. 
All 9 stated that the tablets had given them the best 
winter for years. Of the 23 patients without a control 
period, one had to stop treatment because of diarrhea 
and 7 others could take only minimal doses for the 
same reason, but in 3 of these the bronchitis im- 
proved, nevertheless. Ten of the 15 patients who had 
no side-effects from the antibiotics were enthusiastic 
about the effect of the treatment on their general 
health. Their sputum decreased in volume and puru- 
lence, and they lost less time from work. The purulence 
of the sputum was reduced also in 4 of the other 5 
patients. but none of the 5 were impressed with the 
treatment. In view of the fact that 22 of 37 patients 
benefited from the treatment, the authors conclude 
that this treatment seems to be valuable in preserving 
reasonable health in the later stages of purulent chronic 
bronchitis. About a quarter of the patients were carriers 
of antibiotic-resistant coagulase-positive staphylococci 
at the end of the trial. 


Lupus Vulgaris Treated with Isoniazid: Present Status 
of the Disease. B. Russell and N. A. Thorne. Lancet 
2:S08-813 (Oct. 20) 1956 | London, England]. 


Russell and Thorne treated 111 patients with lupus 
vulgaris with isoniazid. Improvement took place in all 
of the 103 patients who completed the course of treat- 
ment, and in 99 of them the lesions were clinically 
cleared. In 3 of the others they have since cleared with 
other treatment, while the 4th patient has refused local 
treatments. The 99 patients whose lesions cleared have 
been followed for 6 to 24 months after the completion 
of their courses. Relapses (with solitary or grouped 
nodules) occurred in 11, in whom the average length 
of treatment was 32 weeks and the average total dos- 
age of isoniazid was 79.5 gm. In the 88 patients who 
did not experience a relapse, the average length of 
treatment was 46 weeks and the average total dosage 
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108.5 gm. The lesions of 9 of the 11 patients in whom 
relapse resulted cleared up in response to various 
other treatments; the 2 others are improving on a 2nd 
course of isoniazid. . 

In adults it is advisable to give isoniazid in a dose 
of 300 mg. a day up to at least 3 months after clinical 
clearance. This usually entails treatment for a year 
with a total dosage of about 110 gm., but in selected 
cases a total of 150 gm. may be thought necessary. A 
daily dose of 400 mg. has not brought about earlier 
clinical clearance. The incidence of new cases of lupus 
vulgaris at the London Hospital has fallen remarkably 
in the last few decades. This is attributed to cleaner 
milk, earlier recognition and improved treatment of 
pulmonary tuberculosis, and better nutrition and hous- 
ing. Although about 85% of the patients in this review 
first developed lupus vulgaris before they were 26 
vears of age, fewer than 10% of those now attending 
the lupus clinic for treatment or follow-up are under 
that age. Isoniazid proved effective in a case of tuber- 
culosis verrucosa cutis, 3 cases of scrofulodermia, and 
2 cases of erythema induratum, but improvement was 
not seen in a case of lupus miliaris disseminatus faciei. 


Fatal Marrow Aplasia After Treatment with Carbi- 
mazole. C. D. Burrell. Brit. M. J. 1:1456-1457 (June 
23) 1956 [London, England]. 


Treatment with carbimazole was started in August, 
1955, in a 47-year-old woman in preparation for thy- 
roidectomy for a recurrence of thyrotoxicosis. Between 
1943 and 1951 this woman had received several periods 
of antithyroid drug treatment, namely, thiouracil in 
1943 and methylthiouracil in 1946 and again for 21 
months in 1949/1951. Dermatitis had developed in 
1950 and had been treated with antihistamines. The 
dosage was 30 mg. of carbimazole daily, and she also 
received 0.1 mg. of 1-thyroxine a day and 30 mg. of 
phenobarbitone twice a day. Owing to an unfortunate 
oversight this medication was continued beyond her 
2'2 months’ visit, when she was judged euthyroid and 
ready for operation. Five months after the onset of 
carbimazole therapy, she first noticed a few spots on 
her chest, but did not bother to report them; 11 days 
later a definite rash appeared on her arms and legs, 
and bruises developed at the right elbow, wrist, and 
ankle, and on both thighs. She then stopped drug 
therapy, but she still did not report until her routine 
outpatient appointment 10 days later, when she was 
admitted at once. Sternal puncture showed an aplastic 
marrow. Chlortetracycline was started with a loading 
dose of 1 gm. followed by 500 mg. every 6 hours, to- 
gether with 15 mg. of prednisolone every 6 hours. 
One pint (570 ml.) of blood was transfused. By this 
time she had a temperature of 102 F (28.9 C) and had 
a sore throat. Despite slight temporary improvement, 
she died 5 days after admission. Postmortem examina- 
tion revealed extensive hemorrhages. The immediate 
cause of death was a massive hemorrhage into the 
right cerebral hemisphere. 

This case illustrates the importance of the patient’s 
early reporting of any toxic reactions. It also demon- 
strates the seriousness of the risk of hemorrhage in 
marrow aplasia. The incidence of serious depression 
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of hemopoietic tissue is rare with carbimazole treat- 
ment, only one nonfatal case of agramlacytosis being 
observed in a survey of 1,046 cases. A review of previ- 
ous reports revealed 6 other cases of serious marrow 
depression, the present (7th) and 1 other being fatal. 


Clinical Evaluation of a New Triple Penicillin Salt 
in the Treatment of Acute Gonorrhea. G. W. Sleath 
and A. J. Nelson. Canad. J. Pub. Health 47:383-387 
(Sept.) 1956 [Toronto, Canada]. 


From Aug. 1, 1954, to June 30, 1955, all patients 
under investigation for gonorrhea and eligible for 
treatment under the Vancouver Clinic criteria re- 
ceived either one of two types of penicillin, namely, 
PAM, which is procaine penicillin G in oil with 2% 
aluminum monostearate, or BAP, the triple salt, which 
contains benzathine penicillin G, procaine penicillin 
G, and potassium penicillin. The dosage with both 
tvpes of penicillin was 1.2 mega units, this dosage 
being selected on the basis of previous studies, which 
suggested that this was adequate to both cure gonor- 
rhea and abort concomitantly acquired syphilis. Pa- 
tients were encouraged to report for at least one 
test-of-cure. All apparent treatment failures were 
requestioned and reevaluated by two experienced 
clinicians in an attempt to exclude cases of reinfection. 
In terms of subsequent diagnosis only 470 of the 972 
patients investigated for gonorrhea were proved bac- 
teriologically to have had gonorrhea. There was no 
evidence of a significant difference between the cure 
rates for males and females for either drug. BAP had 
the major disadvantage of immediate local reaction 
at the injection site in over one-half of the patients 
so treated. PAM is preferable to BAP for the routine 
therapy of acute gonorrhea. 


Anaphylactic Penicillin Reactions. P. L. Nudelman. 
Northwest Med. 55:1074-1076 (Oct.) 1956 [Seattle]. 


The author describes his experience during an 
anaphylactic shock that resulted after he had been 
given 300,000 units of procaine penicillin intramus- 
cularly; he had received the same drug one month 
previously. Three additional cases of anaphylactic 
shock to penicillin obtained from records of the Good 
Samaritan Hospital at Portland are reported. All four 
patients received the drug intramuscularly and went 
into profound shock shortly afterwards. There were 
no fatalities, although one of the patients had experi- 
enced the same reaction several years previously. On 
the basis of a survey made by the author, it appears 
impossible to obtain accurate statistics of the true 
incidence of penicillin anaphylactic reactions. Most 
cases are not reported and many are not recognized. 
A physician connected with a venereal disease clinic 
stated that during a period of several months in the 
spring of 1954 he saw four patients who had immedi- 
ate anaphylactic reactions to injected procaine peni- 
cillin. They stopped breathing momentarily, were 
pulseless, and remained unconscious for a minute or 
two until an intramuscular injection of 0.25 ml. of 
epinephrine revived them. 
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The typical episode appears from a few seconds 
to from 10 to 15 minutes after an injection. The pa- 
tient complains of paraesthesias, nausea, and vomiting 
and becomes pale and cyanotic. His blood pressure 
falls, while his breathing becomes labored and shal- 
low. Unconsciousness may go on to coma, convulsions, 
and death from a few minutes to several hours later. 
Occasionally, infants have reacted without known 
prior administration. This has been explained as due 
to penicillin transmitted through the placental circu- 
lation or through the mother’s milk after birth. Adults 
may react without their knowledge of having received 
the drug. Death may result so rapidly that treatment 
cannot be given. The response to antihistamines, 
corticotropin (ACTH), and cortisone after a reaction 
is difficult to evaluate. Aminophylline and epinephrine 
relax the constricted bronchi. Oxygen and plasma 
combat anoxemia and shock. Nor-epinephrine may be 
used to maintain effective blood pressure. Injection 
of penicillin into the arm, so that a tourniquet may be 
applied above the site, and the keeping of all patients 
in the office for at least 15 minutes after an injection 
should enable the physician to render prompt treat- 
ment in cases of a reaction. 


PATHOLOGY 


The Endocrine Significance of Hypophyseal Tumors 
in Man. A. B. Russfield, L. Reiner and H. Klaus. Am. 
J. Path. 32:1055-1071 (Sept.-Oct.) 1956 [Ann Arbor, 
Mich. 


The hypophyses of 7 acromegalic patients, 1 non- 
acromegalic woman who was 185 cm. tall (6 ft. 1 in. ), 
and 19 patients with so-called chromophobe adenomas 
were studied histologically, Regardless of the presence 
or absence of acromegaly, the patients who had not 
received previous endocrine therapy had hypophysial 
tumors composed of weakly Schiff-positive amphophils 
rather than Schiff-negative acidophils or chromophobes. 
Administration of thyroid extract, sex hormones, or 
adrenal steroids tended to reduce cell size, to produce 
nuclear pyknosis, and to increase the proportion of 
acidophils and chromophobes. One patient with classic 
acromegaly had a nontumorous hypophysis of normal 
size in which the proportion of amphophils was in- 
creased, 

Review of clinical and anatomic data with respect 
to other endocrine glands suggested that gonadal or 
thyroid failure may have preceded the appearance of 
the hypophysial tumor in some patients, Adrenal 
hyperplasia was often found with both acromegaly and 
“chromophobe adenomas.” Parathyroid hyperplasia, 
hyperplasia of the islands of Langerhans, evidence of 
mammary and endometrial stimulation, and multiple 
extraendocrine tumors were frequently present in both 
groups of patients. Many patients in both groups had 
diabetes mellitus. Two hypotheses are advanced: first, 
that the amphophil cells may secrete growth hormone, 
corticotropin, thyrotropin, gonadotropin, and mam- 
motropin, although not necessarily simultaneously, 
and, second, that target organ edficiency may be in- 
volved in the pathogenesis of some hypophsial tumors 
in man. 


MEDICAL LITERATURE ABSTRACTS 81 


A Fatal Case of Glandular Fever. N. K. Shinton and 
C. F. Hawkins. Lancet 2: 708-709 (Oct. 6) 1956 [Lon- 
don, England]. 


The patient was a 17-year-old boy who had been in 
good health. The clinical picture of a tonsillar mem- 
brane resembling that of diphtheria in a patient with 
pyrexia, generalized enlargement of the lymph nodes, 
and splenomegaly strongly suggested glandular fever. 
This was confirmed by the presence of atypical mono- 
nuclear cells in films of the peripheral blood and by 
a strongly positive Paul-Bunnell test after the serum 
had been absorbed by guinea-pig kidney, a finding 
that is regarded as specific for glandular fever. More- 
over, there was a small epidemic of glandular fever 
at the time, and a boy aged 14, a friend of this patient, 
was also severely ill with the anginose type of gland- 
ular fever and had a similar membrane in his throat. 
There was no improvement after penicillin, strepto- 
mycin, or tetracycline therapy. The autopsy findings 
were unusual in the extent of necrosis found in the 
lymph nodes and other lymphoid tissue and spleen. 
The extent of tissues involved by infiltration with 
lymphocytes and atypical mononuclear cells demon- 
strates the pathological basis of the protean clinical 
picture. The cause of death must be assumed to be 
toxemia, the toxin arising either from an_ infecting 
organism or from a breakdown product of the tissue 
necrosis. 


Adrenal Adenomata in Elderly Diabetics. J. |. Daly. 
Lancet 2:710-711 (Oct. 6) 1956 [London, England]. 


Thirty-one adrenal tumors were found in 789 autop- 
sies performed at the Royal Sheffield Hospital from 
1953 to 1955. All were benign and were situated in the 
normal cortical substance. The clinical notes disclosed 
that 6 of these patients (all of them women) had had 
diabetes mellitus. During the period of review 30 pa- 
tients with diabetes had died in the hospital, and 20 of 
these had come to autopsy. The 6 patients with adrenal 
tumors were elderly and obese. Their diabetes, so far 
as could be measured, was of short duration and mild, 
being controlled by diet alone or in combination with 
small doses of insulin. Evidence pointing to the part 
played by adrenal hormones in carbohydrate metabo- 
ism may suggest a causal relationship between dia- 
betes and adrenal adenomas. 


RADIOLOGY 


The Diagnostic Value of Roentgenologic Techniques 
in Chronic Constrictive Pericarditis. F. Morino. Mi- 
nerva med. 47:681-699 (Sept. 19) 1956 (In Italian) 
Turin, Italy]. 


The author reports on the roentgenologic findings in 
16 patients with chronic constrictive pericarditis. The 
cardiac shadow was completely to the left in only 1; 
in the others it was located in the middle. The cardiac 
diameters were abnormal in all patients. The con- 
tours of the shadow were irregular and indefinite in 
all but 2 of the patients. Calcareous concretions were 
present in 25% of the patients. The respiratory func- 
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tion of the lungs was almost normal in 1 patient only. 
\ bl-teral atrioventricular barrier with slow empty- 
‘ag of the dilated atrial cavities was marked in 4 pa- 
tients. Thickening of the mediastinal pleuras was not 
present in any of the patients. Hepatomegaly was 
found in 8 patients. 


The hnpact of Radioactive lodine on Thyroid Surgery. 
F. F. Rundle. M. J. Australia 2: 513-519 (Oct. 6) 1956 
[Svdney, Australia]. 


The author reports his experiences with radioactive 


iodine (1'"') used in tracer doses for diagnostic pur- 
poses and in therapeutic doses in thyrotoxicosis and 
cancer of the thyroid in patients referred to the thyroid 
clinic of the Royal North Shore Hospital in Sydney, 
Australia. ['’' uptake tests were performed on 177 of 
the 195 new thyroid patients who attended the clinic 
between March, 1955, and February, 1956; estimation 
of the basal metabolic rate was carried out in 83 pa- 
tients, hemoglobin estimation in 49, and fluoroscopic 
screening of the chest in 43. Thus, I'"' uptake tests 
were used more frequently than any other special aids 
to assessment. L'’' diagnostic tests provide a prompt 
and decisive method of separating the large and im- 
portant group of patients with anxiety state and in- 
cidental goiter from the much smaller group of 
patients with genuine thyrotoxicosis. They thus help 
to avoid unnecessary and harmful surgical interven- 
tion in the former group of patients, in whom estima- 
tions of the basal metabolic rate, though still useful 
in other cases, may lead the surgeon into error, ['"' 
diagnostic tests aid in the detection of compensatory 
and frustration hyperplasias of the thyroid, pointing the 
way to nonsurgical treatment. Information of value to 
the surgeon is obtained by “scanning” the thyroid gland 
containing nodules, other tumors of dubious character 
in the neck, and sites of possible metastasis. If the laden 
shield attached to a scintillometer is tapered down to a 
fine aperture, only the radioactivity emanating along a 
narrow axis from the body will be counted. 
Treatment with I'’' when compared with surgical 
trertment has the great advantages that the anesthetic 
risk and the formation of scars are avoided and that 
the patient remains ambulatory. However, hyperthy- 
roidism follows use of I'"' in 10% of the patients as 
compared with 5% of those operated on. I'*' therapy 
is applicable to less than 20% of the patients attending 
the thyroid clinic, so that here its impact is less signifi- 
cant. Its chief therapeutic role is in thyrotoxicosis, in 
which it has become a powerful competitor of opera- 
tion and antithyroid therapy. Fifty-four thyrotoxic pa- 
tients were treated with I'*'; 34 responded fully to a 
single dose, 15 required 2 doses, and 5 required 3 
doses. The dose varied between 4 and 37 mc., and the 
average final dose was 12.4 mc. Three of 27 patients 
recently followed up more than 1 year after treatment 
required thyroid extract. The hazard of carcinogenesis 
from I'*’ may have been overestimated, as no such 
case has yet been reported despite its use in more 
than 10,000 patients. Such therapy is indicated in “bad 
risk” patients past middle age. Otherwise, no rule of 
thumb is possible. Very large nodular toxic goiters in 
otherwise healthy persons may be more efficiently 
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dealt with surgically than by administration of I'”’. 
Large vascular toxic diffuse goiters may be more 
safely dealt with by I'*' therapy. The economic factor 
greatly favors I'*' therapy, but, because of the health 
hazard and the care required in handling therapeutic 
doses, these are best given in special centers. 

In cancer of the thyroid, I'"’ therapy does not com- 
pete with surgical treatment. It is worth a trial in only 
about 12% of patients. Nevertheless, to the occasional 
patient with an irremovable mass in the neck and 
pulmonary or osseous metastases it gives miraculous 
benefit unobtainable by other methods. 


ANESTHESIA 


An Evaluation of Local and General Anaesthesia for 
Diagnostic Bronchoscopy. H. B. Fairley. Canad. An- 
aesthet. Soc. J. 3: 366-377 (Oct.) 1956 [Toronto, Can- 
ada]. 


This paper is based on work carried out at the 
Brompton Hospital for Diseases of the Chest, London, 
on 275 diagnostic bronchoscopies; 145 of these pa- 
tients received local and the remainder general anes- 
thesia. Patients were given one or the other type of 
anesthetic solely on the grounds of surgeon's prefer- 
ence; i. e., certain surgeons were in the habit of doing 
bronchoscopy with all patients under local, others 
were prepared to examine ali patients under general 
anesthesia, subject to the anesthetist’s approval. It was 
decided that it would be unwise to do bronchoscopy 
of patients alternately under local and general anes- 
thesia, since it was noted that the bronchoscopist ac- 
customed to one type was not necessarily adept and 
happy with the other type. Thus, an acknowledged 
expert at passing a bronchoscope in a patient under 
local anesthesia with a “tight” pharynx was noticeably 
less dexterous when inserting the instrument through 
the lax oropharynx of the patient under general anes- 
thesia. It was considered sound to compare the results 
of several surgeons, each using the method with which 
he was most familiar. 

General anesthesia is preferred by a high percentage 
of patients and permits a quicker and easier examina- 
tion, with less trauma, than is the case with local anes- 
thesia. However, the present technique of general 
anesthesia with succinylcholine and thiopentone in- 
troduces several further complications. Many anes- 
thetists believe that there are few contraindications 
to general anesthesia, but in its present form it is un- 
suitable for those with myocardial ischemia, gross 
anemia, and empyemas with bronchopleural fistulas. 
Decompensated heart disease and orthopnea are fur- 
ther contraindications. Pregnancy is a possible contra- 
indication. Although 3 epileptic patients were given 
local anesthesia in this series without mishap, it is 
thought that these and the | psychiatric patient in- 
cluded should have been subjected to general anes- 
thesia. Local anesthesia is contraindicated for the 
patient who desires to be asleep and who has good 
cardiorespiratory function. It is suggested that, while 
each case should be considered on its merits, general 
anesthesia will be the anesthesia of choice in the vast 
majority of cases. 
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BOOK REVIEWS 


The Nature of Brucellosis. By Wesley W. Spink, M.D., D.Sc. 
Cloth. $8. Pp. 464, with 56 illustrations, University of Minnesota 
Press, Minneapolis 14; Oxford University Press, Amen House, 
Warwick Sa., London, E.C.4, England, 1956. 

This authoritatively written book is an example of 
what a monograph should be. The whole field of 
brucellosis is covered, from its recognition in Malta 
to the current methods of diagnosis, prevention, and 
treatment. The book contains 12 chapters, beginning 
with a discussion of the evolution of the concept of 
the disease as such; it goes on to consider the Brucella 
and its reservoirs, epidemiology, pathogenesis, clinical 
manifestations and complications, as well as diagnosis, 
therapy, and prophylaxis. The last chapter is entitled 
“What of the Future?” There are five appendixes: 
one of protocols of 244 cases studied at the University 
of Minnesota Hospitals by the author and his co- 
workers, one on the technique of the agglutination 
test, and the rest on reports of national committees. 
These are followed by an alphabetically arranged 
index of references, each with the number of the 
page on which the reference is made, and a subject 
index. The author made the best use of unique op- 
portunities in a region where brucellosis is of especial 
importance, in a university with a division of vet- 
erinary science and with a cooperative state board 
of health. He has skillfully woven the discoveries, 
observations, researches, and ideas of his own group 
with the findings and reports of others, and he gives 
credit to all concerned. The book is enhanced by 
photographs illustrating several important contribu- 
tions to knowledge in the field, but one regrets the 
absence of illustrations of the author's own contri- 
butions, which modesty, no doubt, forbade. The text 
is remarkably free from typographical errors; the 
diagrams and charts are of professional quality; and 
the roentgenograms, photographs, photomicrographs, 
and colored plates are clear and to the point. This 
monograph should serve as an invaluable reference 
source for years to come. 


Modern Views on the Secretion of Urine. Edited by F. R. 
Winton, M.A., M.D., D.Sc., Protessor of Pharmacology, Univer- 
sity College, London. Cushny memorial lectures. Cloth. $8.50. 
Pp. 292, with illustrations. Little, Brown & Company, 34 Beacon 
St., Boston 6; J. & A. Churchill, Ltd., 104 Gloucester P]., Portman 
Sq., Londen, W.1, England, 1956. 


So many excellent monographs and symposiums 
on the kidney have been published in recent years 
that it might seem superfluous to present another 
volume on the kidney to the medical public. Yet the 
quality of this new volume is so high that physicians 
interested in renology will welcome this addition to 
their libraries. This collection of 10 essays covers a 
wide range of topics in renal physiology and pathol- 
ogy. The essays originated in a series of lectures 
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delivered at University College, London, as a me- 
morial to Prof. A. R. Cushny, who, 40 years ago, 
published his classic monograph with the same title. 
The response of audiences at these lectures was so 
enthusiastic that their sponsor, Professor Winton, 
took the initiative in editing the lectures and in offer- 
ing them to the public in their present form. The 
titles and authors are (1) Standard Renal Clearances 
in Mammals by S. E. Dicker, (2) Tubular Absorption 
and Secretion by M. G. Eggleton, (3) Pressures and 
Flows in the Kidney by F. R. Winton, (4) The Process 
of Secretion by L. E. Bayliss, (5) Antidiuresis by 
M. Pickford, (6) The Adrenal Cortex and Renal 
Function by J. D. N. Nabarro, (7) Genetic Aspects of 
Tubular Function by H. Harris, (8) Metabolism and 
Function in First Two Days of Life by R. A. McCance 
and E. M. Widdowson, (9) Functional Aspects of 
Renal Failure by M. L. Rosenheim, and (10) Osmotic 
Diuresis in Acute Tubular Necrosis by G. M. Bull. 
These titles, considered together with the distin- 
guished reputations of the lecturers, suffice to indicate 
the scope and excellence of the collection. The article 
on genetic aspects of tubular function, a topic that 
does not ordinarily receive much attention in mono- 
graphs on the kidney, is of special interest. The 
clinically oriented renologist will find the review of 
renal failure exceptionally clear and comprehensive; 
likewise, the discussion of adrenal hormones by Na- 
barro provides a lucid short cut to a complicated 
field. Professor Bull’s ingenious analysis of tubular 
necrosis by means of osmotic loading is also of clinical 
interest. The book as a whole is of general and last- 
ing reference value. It supplements Prof. H. W. 
Smith’s recent monographs with more diverse and 
perhaps more international perspectives. 


The Pathology and Surgery of the Veins of the Lower Limb. 
By Harold Dodd, Ch.M., F.R.C.S., Surgeon to St. Mary’s Hos- 
pital (London) Group and Royal London Homeopathic Hos- 
pital, London, and Frank B. Cockett, M.S., F.R.C.S., Surgeon to 
St. Thomas’s Hospital, London. With foreword by R. R. Linton, 
M.D., Assistant Clinical Professor of Surgery, Harvard Medical 
School, Boston. Cloth. $12.50. Pp. 462, with 313 illustrations. 
E. & S. Livingstone, Ltd., 16 and 17 Teviot Pl., Edinburgh 1, 
Scotland; Williams & Wilkins Company, Mount Royal and Guil- 
tord Aves., Baltimore 2, 1956. 


In this book the subject is covered in a concise 
and accurate manner, and the approach is stimulat- 
ing. Chapter 3, dealing with the surgical anatomy of 
the veins of the leg, is presented in a succinct manner. 
Chapter 7, which discusses the treatment of varicose 
veins by injection, is also outstanding. The authors 
give four indications for treatment by sclerosing 
agents, all of which seem valid. The authors’ suc- 
cesses with injection therapy in superficial thrombo- 
phlebitis are fascinating. They combine the use of 
injections with ligation of the veins at the sapheno- 
femoral or saphenopopliteal junction. The results of 
ligation therapy, used by them since 1940 without 
mishap or regret, are interesting and encouraging. 
This book can be recommended to anyone interested 
in surgical treatment of the veins of the leg. 
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QUERIES AND 


INSPECTION OF SMALLPOX REVACCINATION 
To tHe Eprror:—Is it important for the physician to 
inspect revaccination against smallpox? 


M.D., Illinois. 


Answer.—The importance of this procedure was 
not meant to be minimized when the vaccination 
certificates were being drawn up by the World Health 
Organization for inclusion in the International Sani- 
tary Regulations. In the discussion it was pointed out 
that the certificate is a statement of vaccination, not 
one of immunity. After all countries had an oppor- 
tunity to express their opinion and after a review of 
the recommendations from the Expert Committee on 
International Epidemiology Quarantine, it was voted 
that the result of the vaccination should be stated only 
in the case of primary vaccination and that reliance 
for positive results of revaccination should be placed 
on the potency of the vaccine and proper methods of 
insertion. It was decided that, in the case of primary 
vaccination, there would be a waiting period of eight 
davs before the certificate would become valid. Actual 
evidence of immunity can only be determined by an 
inspection after vaccination, whether it be a primary 
vaccination or a revaccination. 


HEMATOSPERMIA 


To tHe Eprror:—Please indicate causes and treatment 
of blood-tinged semen. M.D.. New York. 


Answer.—Hematospermia may result from various 
lesions such as prostatitis with or without prostatic 
calculi, seminal vesiculitis, benign or malignant pros- 
tatic hypertrophy, polyps or neoplasms of the prostatic 
urethra, verumontanitis, cowperitis, and stone in the 
utricle. However, in the majority of cases, hemato- 
spermia is an evanescent symptom and is of no clinical 
importance. Careful digital-rectal examination of the 
prostate gland and seminal vesicles should be carried 
out in all patients complaining of hematospermia. Al- 
terations of size, configuration, consistency, and sensi- 
tivity of the prostate gland and seminal vesicles should 
be noted; such alterations may may indicate one of the 
pathological lesions noted above. Enlargement or in- 
flammation of Cowper's gland may be detected be- 
tween the index finger and thumb by placing the for- 
mer in the rectum and the latter on the perineum in 
the region of the external sphincter. If the seminal 
vesicles are enlarged, indurated or tender, they should 
be massaged; any secretion should be collected on a 
glass slide and examined microscopically for the pres- 
ence of pus cells, which may indicate seminal vesiculi- 
tis. If the seminal vesicles are normal, the massage 
should be directed to the prostate gland and the pros- 
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MINOR NOTES 


tatic secretions studied in a similar manner to detect 
prostatitis. Roentgenograms of the lumbar spine, pel- 
vis, and prostatic area should be obtained. Prostatic 
calculi may be visualized, although frequently they 
may be suspected by the crepitation they impart to the 
examining finger during digital-rectal examination. 
Finally, careful cystourethroscopy should per- 
formed for evidence of lesions already mentioned. If 
the hematospermia occurs only occasionally, and_ if 
investigation fails to discover an etiological factor, it is 
sufficient to reassure the patient. If the hematospermia 
is persistent or recurs frequently, or represents a major 
problem in the mind of the patient, several forms of 
therapy have been suggested. It has been stated that 
the oral administration of 1 mg. of diethylstilbestrol 
for a period of two weeks may result in cessation of 
hematospermia. Catheterization of the ejaculatory 
ducts followed by the instillation of 2 or 3 cc. of Argy- 
rol (5%) into the seminal vesicles has also been sug- 
gested. If an etiological factor can be detected, spe- 
cific treatment of that disease should be carried out. 


FUNCTIONAL HYPOGLYCEMIA 

To tHE Eprror:—A 35-year-old farmer, 6 ft. 1 in. (73 
cm.) tall, weighing 215 lb. (97.5 kg.), complained of 
weakness, jitteriness, easy fatigue, and dizziness 
four months after having been hospitalized for in- 
vestigation of the same symptoms, All investigations 
were negative, and physical examination was within 
normal limits. After intense medication with vita- 
mins and antibiotics, he was discharged as improved. 
The improvement was short-termed. Repeat exam- 
ination again revealed normal findings. The fasting 
blood sugar level was 73 mg. per 100 cc. and a blood 
sugar level determination two-hours after a glucose- 
rich meal was 122 mg. per 100 cc. He had always 
been well until this illness. His appetite has always 
been good, even when he has felt most poorly. He 
said that eating a candy bar seems to give him a lot 
of pep temporarily. After this remark the patient 
was given orange juice, 8 oz. every three hours for 
two to three days, as a test. He seemed much better 
during this time, but became tired of orange juice. 
Next he was given cortisone (Cortone) acetate, 25 
mg. every four hours for three to four days. During 
this treatment he experienced much improvement 
and was more nearly his old self again. As an experi- 
ment all medication was stopped and the patient 
was placed on a regimen of a small cube of sugar 
every two to three hours, which afforded him the 
same improvement as did the cortisone acetate. On 
the cube-sugar therapy, he estimates that he is 
working at about 70 to 80% efficiency. Do you think 
a diagnosis of marginal functional hypoglycemia is 
reasonable? M.D., Pennsylvania. 


ANsweR.—The symptoms are consistent with “func- 
tional” or “neurogenic” hypoglycemia, but the blood 
sugar values cited are not low enough to be confirma- 
tory. Of greatest help would be determinations of the 
blood sugar level at a time when definite symptoms are 
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present and before carbohydrate is given for relief. 
Such values should be below 70 mg. per 100 cc. ( Folin- 
Wu technique or a technique giving comparable 
values) to be truly suggestive of a relationship be- 
tween symptoms and a low blood sugar level. The his- 
tory and findings are not characteristic of an islet cell 
tumor. However, additional determinations of fasting 
blood sugar level and a six-hour glucose tolerance test 
might assist in diagnosis. If a diagnosis of neurogenic 
hypoglycemia can be established, treatment would 
consist of a diet restricted in carbohydrate (120 to 150 
gm. daily), high in protein (100 to 140 gm. daily), 
and with the fat content adjusted to meet the caloric 
needs of the patient, avoiding overnutrition and obes- 
ity. The total diet should include between-meal and 
bedtime snacks. Administration of phenobarbital and 
belladonna, along with relief of tension, may be 


helpful. 


URTICARIA AND PURPURA 


To tHE Eprror:—About two years ago a woman de- 
veloped severe tonsillitis and was given penicillin. 
Shortly following this she developed urticaria and 
purpura, which has persisted despite therapy in- 
cluding steroids, antihistamines, Piromen injections, 
antibiotics, vitamin C and rutin, and corticotropin. 
All blood studies and urinalyses have been normal. 
Bone marrow studies are negative. She gets urti- 
caria and angioneurotic edema, associated with her 
purpura, almost daily. Please give suggestions for 


therapy. A. J. Edelstein, M.D., Johnstown, Pa. 


This inquiry was referred to two consultants, whose 
respective replies follow.—Eb. 


Answer.—It is likely that the purpura in this case, 
like the urticaria, represents an allergic response to 
something such as drugs or infections. Unusual sources 
such as intestinal parasites may be playing a role, 
or visceral new growths, hidden foci of infection, or 
emotional factors—in fact any abnormality. The cause 
might be uncovered by study of a regimen of rigid 
elimination, to the point of suspecting even the flavor- 
ing or drugs in tooth paste. Perhaps some foods con- 
tain small amounts of penicillin, though it is generally 
held that such minute amounts are safe even for known 
“reactors.” 


ANsweER.—Much of the interpretation of this case 
depends on what the inquirer means by “Shortly fol- 
lowing [the penicillin administration].” If it is a matter 
of several days to three or four weeks (usually about 
10 days), it may be reasonably assumed that the urti- 
caria and purpura began as a reaction to the penicillin. 
Urticarial reactions to penicillin are common. Purpura 
is not as frequent but has been known to occur on 
occasions. The delayed type of reaction from penicil- 
lin, the so-called serum sickness type, may last as long 
as a year or more. A period of two years is an unusual- 
ly long time for a penicillin reaction to persist, but one 
cannot say that it is impossible. The cause of the 
persistence of these reactions has been thought to be 
due to (1) a persistence of traces of the penicillin 
antigen in the tissues or (2) a preparing or condition- 
ing of the tissues to other sensitizations or even non- 
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specific mechanisms releasing chemical mediators that 
may produce hives. The presence of small amounts of 
penicillin in milk (as a result of the treatment of 
mastitis with the drug) has more recently offered the 
possibility that a persistence or recurrence of a re- 
action from penicillin might be due to such a source. 
it is suggested that a regimen of a milk-free diet be 
tried for several weeks. If this is not successful, further 
investigation should be made of the possibility of 
other causes of allergy, such as drugs and foods. Re- 
stricted diets may have to be tried. If these measures 
fail and if the condition is severe, steroid therapy 
should be tried, making sure that adequate doses are 
used, On the other hand, if the condition is mild, 
it may be ignored. 


USE OF RADON SEEDS AFTER MASTECTOMY 

To tHe Eprror:—Considering the risk of the radical 
operations for the eradication of metastatically in- 
volved mammary artery lymph nodes, would it be 
practicable and cancerocidal to implant radon seeds 
into these intercostal nodes, or at least in their 
immediate vicinity, at the conclusion of the radical 
mastectomy? Jay McLean, M.D., Savannah, Ga. 


This inquiry was referred to two consultants, whose 
respective replies follow.—Eb. 


Answer.—Unless the radon seeds were placed ac- 
curately (under direct vision), there would be no 
advantage over external irradiation with x-rays and 
there would be considerably more risk from bleeding, 
sloughing, or intrapleural implantation. Radioactive 
gold (or other isotopes) injected into the breast pre- 
operatively will be absorbed into internal inmammary 
and supraclavicular nodes but only in an uneven 
manner and least of all into those nodes that contain 
the most metastatic tumor. 


Answer.—In theory, it would be practicable and 
probably therapeutically beneficial to implant with 
radon seeds or another interstitial source of radiation 
in the intercostal nodes. In practice, in order to be 
sure that the seeds were properly placed, it would be 
necessary to expose, surgically, the nodes for implanta- 
tion. Whether this is feasible and desirable and pref- 
erable to some procedure of surgical resection could 
only be determined by suitable experience. 


TUNG OIL IN DERMATOLOGY 
To tHe Eprror:—Please send information about tung 
oil and its use in treating nonspecific dermatitis and 
traumatic lesions of the skin. 
R. R. Grayson, M.D., Perryville, Mo. 


Answer.—The use of tung oil in treatment of 
wounds, lacerations, ulcers, sinuses, strains, and con- 
tusions was reported by Snelling in May, 1953 ( Missis- 
sippi Doctor 30: 397). Since then, there have been no 
further reports on this substance in the literature, 
according to the available copies of the Quarterly 
Cumulative Index Medicus and according to the 
Current List of Medical Literature to June, 1956. 
While tung nuts are poisonous, the systemic toxic 


> 


86 QUERIES AND MINOR NOTES 


principle is a protein not found in the oil. However, 
the Chinese oil is considered to be dermatogenous. The 
American tung oil is prepared from tung nut trees 
grown in the southeastern states. It is possible that 
this oil may be capable of producing dermatitis also. 
While Snelling’s series of 773 cases is a large one, it 
is insufficient to eliminate this possibility. Most im- 
portant, the results reported by Snelling do not estab- 
lish that this substance is superior to other safer topi- 
cully applied oils, such as cod liver oil. For these 
reasons it must be assumed that tung oil is not estab- 
lished as being desirable in dermatology or surgery. 


POLIOMYELITIS AND OSTEOMYELITIS 

To tHe Eprror:—Is there information pertaining to 
the simultaneous occurrence of acute anterior polio- 
myelitis and acute osteomyelitis? In a_ particular 
case the residual of the poliomyelitis is a foot drop, 
and the site of the osteomyelitis was in the lower 
third of the tibia of the involved leg. 

James T. Asch, M.D., Marietta, Ohio. 


Answer.—The association of acute anterior polio- 
myelitis and acute osteomyelitis involving the same 
extremity is not known, and there is no reference to 
this in the literature. It is well known that generalized 
infections along with injury, operation, pregnancy, 
and other factors that affect host resistance seem to 
have provocative effects in the onset of poliomyelitis. 
Some authorities have believed that the initial fever 
that precedes the secondary rise in temperature of the 
“major illness” in poliomyelitis is simply an antecedent 
unrelated infection, which acts to provoke the onset 
of this disease. Numerous factors including § tonsil- 
lectomy, injury, and the injection of antigens into an 
extremity seem to favor localization of paralysis in the 
injured extremity. In all likelihood the case referred 
to in the inquiry simply illustrates the provocative 
effect of infection and the localization of paralysis in 
the affected extremity afforded by acute osteomyelitis. 


CONTACT WITH SELENIUM OXIDE 


To tHE Eprror:—A patient has developed small areas 
of basal cell epithelioma throughout the last three 
or four years. He is in contact with selenium oxide 
as well as fumes from this element. Could the de- 
velopment of small basal cell lesions of the skin of 
the face be an occupational hazard for such a per- 
son? Kerwin M. Marcks, M.D., Allentown, Pa. 


Answer.—So frequent are basal cell epitheliomas of 
the skin of the face of low malignancy that it is almost 
impossible to conclude that selenium oxide or any 
other external irritant may be regarded as the causative 
agent. If a dozen workers with selenium oxide in a 
small factory develop epitheliomas, this would provide 
significance. A single instance leaves much to con- 
jecture. However, the dust and fumes of selenium ox- 
ide constitute a profound irritant to surface tissues. 
Various lesions are reported, including vesication and 
ulceration. In experimental animals, one selenium 
compound is reported to have produced cancers in the 
liver of rats. To the extent that established external 
irritation of the skin is a factor in the causation of basal 
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cell epithelioma, it is agreed that selenium oxide 
could be a factor, since that substance is a known 
profound skin irritant. 


MASS SCREENING FOR ANEMIA 

To tHE Eprror:—In a mass screening program for 
anemia, can the Tallqvist test for hemoglobin, in 
which a drop of blood is placed on absorbent paper, 
then matched to a color scale, give results that are 
accurate within 10%? 


William R. Nesbit, M.D., Fairfield, Calif. 


ANswerR.—One cannot assume that the Tallqvist 
test for hemoglobin would be accurate within 10%. 
The Tallqvist method depends primarily on the ability 
of the human eye to match red colors. There is great 
human variability in this skill, with males generally 
finding it more difficult than females. While it might 
be possible to find certain individuals who could con- 
sistently estimate the hemoglobin level within 10% 
by the Tallqvist method, one cannot by any means 
be sure that any individual or even the average 
individual could do this. In general, accuracy within 
about 20% is the most that can be expected. Because 
of this extreme human variability in matching red 
colors, most laboratory workers have turned to other 
methods of estimating hemoglobin level. 


BONE WAX IN A WOUND 


To tHe Eprror:—What is the ultimate fate, and harm, 
if any, of bone wax buried in a wound at the time 
of amputation or other bone surgery? Is it ever re- 
sponsible for a persistent draining sinus after such a 
procedure, and, if so, must it be removed in order to 
effect a cure? M.D., New York. 


ANswer.—The ultimate fate of bone wax when 
buried in a wound is very problematical, but in all 
probability it is slowly absorbed. Bone wax has been 
used routinely for 30 years with no persistent draining 
sinus resulting. If a draining sinus develops, suspect 
that a deep buried suture such as heavy silk may be 
the cause of the drainage rather than bone wax. 


POLLEN AND ROOM AIR CONDITIONERS 

To tHe Eprror:—I wish to add a bit of information 
on the efficacy of a room air conditioner to remove 
pollen, answered in the Query and Minor Note in 
the Oct. 6, 1956, issue of Tue JourRNAL, page 617. 
A cooling unit will free the air of a room of pollen 
within a few hours and keep the room pollen-free, 
provided that no air is brought in from the outside. 
When the room air is continually recirculated 
through the cool unit, the pollen granules are re- 
moved by adhering to the cooling coils, whose sur- 
face is wet by the water of condensation. When air 
is brought in from the outside, the filters are not 
able to free the air completely of pollen. 


Richard A. Kern, M.D. 
Temple University Hospital 
3401 N. Broad St. 
Philadelphia 40. 


